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APPENDIX A – COMMITTEES, LEADERSHIP AND 
INVESTIGATORS 

Executive Committee 
S. Claiborne Johnston, MD, PhD (Chairman, International Coordinating Investigator), Pierre Amarenco, MD 
(International Coordinating Investigator), Gregory W. Albers, MD, J. Donald Easton, MD, Scott R. Evans, 
PhD, Kazuo Minematsu, MD, PhD, Carlos A. Molina, MD, PhD, Yongjun Wang MD, KS Lawrence Wong, MD, 
FRCP, Hans Denison, MD, PhD (non-voting), Peter Held, MD, PhD, FACC (non-voting) 

Sponsor Leadership 
Peter Held, MD, PhD (Global Clinical Lead), Helene Depui-Ekdal (Director Clinical Development), Jenny 
Jonasson, PhD (Global Product Statistician), Anders Thåström (Clinical Development Manager), Anna 
Backlund (Clinical Development Manager), Hans Denison, MD, PhD (Study Team Lead Physician), Maria 
Aunes, MD (Study Team Physician), Per Ladenwall, MD, PhD (Study Team Physician), Yvonne Fjordside-
Weihard (Data Management Quality Lead) 

Steering Committee  
J. Donald Easton, MD, (Chairman), Executive Committee Members, National Lead Investigators: Sebastiá 
F. Ameriso (Argentina), Geoffrey Donnan (Australia), Robin Lemmens (Belgium), Ayrton Massaro (Brazil), 
Ekaterina Titianova (Bulgaria), Michael D. Hill (Canada), Pablo Lavados (Chile), Yongjun Wang (China), 
David Skoloudik (Czech Republic), Pierre Amarenco (France), Joachim Röther (Germany) KS Lawrence 
Wong (Hong Kong), Szegedi Norbert (Hungary), Giancarlo Agnelli (Italy), Natan Bornstein (Israel), Norio 
Tanahashi (Japan), Angel Arauz Góngora (Mexico), Edwin Pretell (Peru), Maria Cristina Z. San Jose 
(Philippines), Anna Czlonkowska (Poland), Ovidiu Bajenaru (Romania), Ludmila Stakhovskaya (Russia), 
Miroslav Brozman (Slovakia),  Jong-Sung Kim (South Korea), Carlos A. Molina (Spain), Nils Wahlgren 
(Sweden), Patrik Michel (Switzerland), Tsong Hai Lee (Taiwan), Nijasri Charnnarong Suwanwela (Thailand), 
Kursad Kutluk (Turkey), Sergii Moskovko (Ukraine), Scott Kasner (United States), Daniel Laskowitz (United 
States) Wayne Clark (United States), Huy Thang Nguyen (Vietnam). 

Independent Data Monitoring Committee 
Ralph L. Sacco, MD, FAHA (Chairman), Jonathan L. Halperin, MD, Bo Norrving, MD, PhD, Bruce Ovbiagele, 
MD, Stuart Pocock, MSc, PhD, David V. Glidden, PhD (non-voting, Statistical Data Analysis Centre 
Statistician) 

Clinical Event Adjudication Committee  
Clinical Events Committee Chair:  J Donald Easton, MD. Clinician Event Monitors: Brett L. Cucchiara, MD, 
Brian Scott, MD. CEC Adjudicators Neurology: Eric E. Adelman, MD, Kevin A. Kerber, MD, Matthew T. 
Lorincz, MD, PhD, James F. Burke, MD, Sharon N. Poisson, MD, MA, Brian Silver, MD, FRCPC, FAHA, FAAN, 
FANA. CEC Adjudicators Cardiology/Internal Medicine: David S. Bach, MD, Claire S. Duvernoy, MD, 
Deborah A. Levine, MD, MPH. 
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Site Principle Investigators by Country 

Argentina 
National Lead Investigator: Sebastián F. Ameriso 

Md Sebastian Ameriso, FLENI; Sandra Lepera, Hospital General De Agudos "Ramos Mejia"; Dr. Marina 
Romano, CEMIC; Dr. David Paulon, Hospital Interzonal de Agudos Eva Peron; Md Pablo Ioli, Hospital 
Privado de la Comunidad; Dr. Cristina Zurru, Hospital Italiano; Dr. Guadalupe Bruera, Sanatorio Los 
Arroyos; Dr. Lorena Jure, Sanatorio Parque S.A.; Dr. Francisco Klein, Fundacion Favaloro; Dr. 
Guillermo Povedano, Complejo Médico-Policial "Churruca-Visca" 

Australia 
National Lead Investigator: Geoffrey Donnan 

Professor Christopher Levi, John Hunter Hospital; Prof Thanh Phan, Monash Medical Centre; Dr. 
Romesh Markus, St Vincent's Hospital - Sydney; Professor Craig Anderson, Royal Prince Alfred 
Hospital, Stroke Unit; Dr Arman Sabet, Gold Coast University Hospital; Professor Stephen Davis, Royal 
Melbourne Hospital; Aprof Andrew Lee, Flinders Medical Centre; Aprof Timothy Kleinig, Royal 
Adelaide Hospital; Dr Andrew Wong, Royal Brisbane and Women's Hospital; Prof Martin Krause, 
Royal North Shore Hospital; Jim Jannes, The Queen Elizabeth Hospital; Professor Tissa Wijeratne, 
Western Hospital 

Belgium 
National Lead Investigator: Robin Lemmens 

Prof. Robin Lemmens, UZ Leuven; Dr Dimitri Hemelsoet, U.Z GENT; Dr.  André Peeters, UCL Saint-Luc; 
Dr.  Philippe Tack, Sint-Andriesziekenhuis; Dr.  Peter Vanacker, A.Z. Sint-Lucas - Sint-Jozef; Prof.  
Patrice Laloux, Cliniques Universitaires UCL MontGodine; Dr.  William Van Landegem, AZ Sint 
Augustinus; Dr Geert Vanhooren, A.Z. Sint-Jan; Dr Philippe Desfontaines, Cliniques Saint-Joseph; Dr 
Marc Van Orshoven, OLV-ziekenhuis Aalst 

Brazil 
National Lead Investigator: Ayrton Massaro 

Dr Fabio Oliveira, Hospital de Base São José do Rio Preto; Dr Mauricio Friedrich, Hospital Mãe de 
Deus; Dr Rosane Brondani, Hospital de Clinicas de Porto Alegre; Dr Rubens Gagliardi, Hospital 
Irmandade Santa Casa de Misericordia de Sao Paulo; Dr Soraia Fabio, Hospital e Maternidade Sao 
Lucas de Ribeirao Preto; Dr Marianna Dracoulakis, Hospital da Bahia; Dr Rodrigo Bazan, Universidade 
Estadual de Sao Paulo; Dr Luiz Marrone, Hospital Sao Lucas da PUCRS; Dr Octavio Pontes Neto, 
Hospital e Maternidade Sao Lucas de Ribeirao Preto; Dr. Gisele Silva, Universidade Federal de São 
Paulo; Dr Pedro Kowacs, Instituto de Neurologia de Curitiba 

Bulgaria 
National Lead Investigator: Ekaterina Titianova 

Prof. Ekaterina Titianova, Military Medical Academy-MHAT; Prof. Paraskeva Stamenova, MHATNP 
“St. Naum”, Clinic for intensive treatment of neurolo; Prof. Marin Daskalov, UMHAT "Tsaritsa 
Yoanna-ISUL", Clinic of Neurology; Prof. Ivan Staikov, MHAT "Tokuda Hospital Sofia" AD, Neurology 
department; Dr Dimo Baldaranov, 5th MHAT, Neurology Department; Prof. Dimitar Maslarov, First 
MHAT AD, Neurology department; Dr Hristo Lilovski, MHAT Avis Medika Pleven OOD, Neurology 
department; Dr Plamen Petkov, MHAT "Sv. Pantaleymon - Pleven OOD", Neurology Department; Dr 
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Neli Petrova, MHAT Ruse AD, Neurology department; Dr. Radoslav Mavrov, MHAT Central Oncology 
Hospital OOD Plovdiv, Neurology depart; Dr. Veska Markova, UMHATEM "N. I. Pirogov", Emergency 
neurosurgery clinic; Dr. Valeria Petrova, MHAT Botevgrad; Dr. Tanya Beleva, MHAT Hadzhi Dimitar; 
Dr. Borislav Kralev, MHAT Sveti Ivan Rilski-2003 EOOD; Dr. Nikolay Sotirov, MHAT Pazardzhik AD; Dr. 
Veska Lekova, MHAT Sveti Panteleimon AD; Dr. Dimcho Hristov, MHAT "Teteven Dr Angel Peshev" 
EOOD; Dr. Vera Ermenkova, MHAT "Ivan Skenderov" EOOD; Dr. Lyudmil Mateev, MHAT "Rahila 
Angelova" AD; Dr. Rumeliya Mitkova, MHAT "Sveti Ivan Rilski" EOOD; Assoc. Prof. Liybomir  
Haralanov, MHAT National Cardiology Hospital EAD; Dr Rosen Ikonomov, MHAT Sofiamed; Dr. 
Margarita  Mihailova, MHAT Lukovit; Dr. Ivan Georgiev, MHAT Sveti Vrach EOOD 

Canada 
National Lead Investigator: Michael D. Hill 

Dr Ashfaq Shuaib, University of Alberta Hospital; Dr Vladimir Hachinski, London Health Sciences 
Centre; Dr Jean-Martin Boulanger, Hopital Charles-Lemoyne; Dr. Sharan Mann, Diamond Health Care 
Centre; Dr Ayman Hassan, Thunder Bay Regional Health Sciences Centre; Dr Ariane Mackey, Hopital 
de L'Enfant-Jesus; Dr Bijoy Menon, Foothills Hospital; Dr Jeffrey Minuk, Hopital General Juif; Dr 
Muzaffar Siddiqui, Grey Nuns  Hospital; Dr Marsha Eustace, The Health Science Centre; Dr Lucia 
Vieira, MUHC - Hopital General de Montreal; Dr Daniel Selchen, Fifty Five Queen East Bldg; Dr Michel 
Beaudry, Complexe Hospitalier de la Sagamie; Dr Grant Stotts, Ottawa Civic Hospital 

Chile 
National Lead Investigator: Pablo Lavados 

Mr Pablo Lavados, Clinica Alemana; Mr Angel Castro, Clinica Davila; Mr Kristo Gasic, Centro de 
Estudios Clinicos V Region; Md Rodrigo Rivas, Clinica Alemana de Temuco; Mr Pablo Sanchez, 
Hospital Las Higueras de Talcahuano; Mr Andres Roldan, Hospital Base de Valdivia; Mrs Ingrid 
Grossmann, Hospital Regional de Concepcion; Mr. Christian Figueroa, Hospital de Los Angeles 

China 
National Lead Investigator: Yongjun Wang 

Dr Yongjun Wang, Beijing Tiantan Hospital; Jimei Li, Beijing Friendship Hospital; Xiaolin Xu, Tianjin 
Huanhu Hospital; Huisheng Chen, Shen Yang General Hospital of P.L.A; Xiaohong Li, Jinan Central 
Hospital; Yi Yang, The First Hospital of Jilin University; Chunsheng Zhang, Tianjin People Hospital; 
Baojun Wang, Baotou City Central Hospital; Guanglai Li, The second hospital of Shanxi Medical 
University; Dong Wang, Baogang Hospital; Hong Lin, TangDu hospital of Fourth Military Medical 
University; Yamei Tang, Sun Yat-sen Memorial Hospital, Sun Yat-Sen University; Anding Xu, 
Guangzhou Overseas Chinese Hospital ; Yanjiang Wang, Daping Hospital of the 3rd Military Medical 
University; Wenke Hong, Ningbo No.2 Hospital; Zhi Song, the Third Xiangya Hospital of Central South 
University; Xu Zhang, The first Affiliated Hospital of Wenzhou Medical College; Xiaoping Jin, Taizhou 
Hospital of Zhejiang Province; Yun Xu, Nanjing Drum Tower Hospital; Fuling Yan, Zhongda Hospital 
Southeast University; Weihong Zheng, Zhongshan Hospital of Xiamen University; Xiaoping Wang, 
Shanghai First People's hospital; Qiang Dong, Huashan Hospital Fudan University; Zhongxin Zhao, 
Shanghai Changzheng Hospital; Dr Baorong Zhang, The Second Affiliated hospital of Zhejiang 
University school; Wangtao Zhong, The Affiliated Hospital of Guangdong Medical College; Guoqiang 
Wen, Peoples Hospital of Hainan Province; Dr. Jun Xu, Subei People Hospital; Dr. Guozhong Li, The 
First Hospital of Haerbin Medical University; Dr. Xueshuang Dong, TheGeneral Hospital of Daqing Oil 
Field; Xiangyang Tian, Huai‘an First People's Hospital; Zhaohui Zhang, Renmin Hospital of Wuhan 
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University; Professor En Xu, The 2nd Affiliated Hosp. Of Guangzhou Medical College; Kaixiang Liu, 
Affiliated Hospital of Guilin Medical University; Jun Chen, The first hospital of Lanzhou university 

Czech Republic 
National Lead Investigator: David Skoloudik 

Dr. Ondrej Skoda, Nemocnice Jihlava, prispevkova organizace; Dr. David Skoloudik, Fakultni 
nemocnice Ostrava Poruba - Neurologicka klinika; Dr. Edvard Ehler, Nemocnice Pardubice, 
neurologicke oddeleni; Dr. Daniel Vaclavik, Vitkovicka nemocnice, a.s. - neurologie; Dr. Daniel Sanak, 
Fakultni nemocnice Olomouc, Neurologicka klinika; Dr. Sylva Klimosova, Krajska nemocnice Liberec; 
Dr.  Eva Vitkova, Fakultni nemocnice Hradec Kralove, Neurologicka klinika; Dr. Jan Fiksa, Vseobecna 
fakultni nemocnice, Neurologicka klinika; Dr. Robert Mikulik, Fakulni nemocnice u Sv. Anny - 
Neurologicka klinika; Dr. Jiri Neumann, Krajská zdravotní a.s. Nemocnice Chomutov; Dr. Richard Plny, 
Oblastni nemocnice Trutnov a.s. 

France 
National Lead Investigator: Pierre Amarenco 

Prof. Pierre Amarenco, Hôpital Bichat Claude bernard; Prof. Didier Leys, Hôpital Roger Salengro; Prof. 
Igor Sibon, Groupe Hospitalier Pellegrin; Prof. Jean-Louis Mas, Hôpital Sainte-Anne; Prof. Sonia 
Alamowitch, Hopital St Antoine ; Prof. Fernando Pico, Hôpital André Mignot; Dr Hassan Hosseini, 
Hopital Henri Mondor; Dr Marie-Hélène Mahagne, Hôpital Pasteur; Prof. Emmanuel Touze, CHU Côte 
de Nacre; Dr Wilfried Vadot, Centre Hospitalier de la région d'Annecy; Dr Stéphane  Vannier, CHU 
RENNES – Hopital Pontchaillou; Prof. Norbert Nighoghossian, Hôpital Pierre Wertheimer; Prof. Yves 
Samson, Groupe Hospitalier Pitié-Salpêtrière; Dr Pierre Garnier, CHU de Saint-Etienne - Hôpital Nord; 
Dr Emmanuel Ellie, Centre Hospitalier Cote Basque; Dr Benoît Guillon, Hôpital Guillaume et René 
Laennec; Prof. Serge Timsit, CHU - Hôpital la Cavale Blanche; Prof. Maurice Giroud, CHU de Dijon – 
Hôpital du Bocage; Dr Frédéric Philippeau, Centre Hospitalier Fleyriat; Dr Aude Bagan-Triquenot, 
Hôpital Charles Nicolle; Dr Valérie Wolff, Hôpital Hautepierre; Dr Nicolas Raposo, CHU de Toulouse - 
Hopital Purpan; Dr Michel Obadia, Fondation Rothschild; Dr Severine Debiais, Hôpital Bretonneau 
CHRU de Tours; Dr Jérôme Grimaud, Centre Hospitalier Louis Pasteur; Dr Stéphane Illouz, Hôpital 
Privé d'Antony; Prof. Didier Smadja, Centre Hospitalier Sud Francilien; Dr Cédric Urbanczyk, Centre 
Hospitaliser Départemental Les Oudairies 

Germany 
National Lead Investigator: Joachim Röther 

Prof. Dr. Joachim Röther, Allgemeines Krankenhaus Altona; Prof. Dr. Med. Jörg Berrouschot, Klinikum 
Altenburger Land GmbH; Prof. Christian Weimar, Universitätsklinik Essen; Prof. Georg Gahn, 
Städtisches Klinikum Karlsruhe gGmbH; Dr. Hassan Soda, Neurologische Klinik GmbH; Dr. Sven 
Klimpe, HELIOS Dr. Horst Schmidt Kliniken Wiesbaden; Prof. Darius Nabavi, Vivantes Netzwerk für 
Gesundheit GmbH; Dr. Med. Jörg Glahn, Johannes Wesling Klinikum; Pd Dr. Martin Köhrmann, 
Friedrich-Alexander-Universität Erlangen-Nürnberg; Dr. Lars Krause, Klinikum Osnabrück GmbH; Pd 
Dr. Med. Christoph Terborg, Asklepios Klinik St. Georg; Prof. Peter Urban, Allgemeines Krankenhaus 
Barmbek; Prof. Dr. Med. Thorsten Steiner, Klinikum Frankfurt Höchst GmbH; Prof. Dr. Med. Andreas 
Ferbert, Klinikum Kassel GmbH; Prof. Dr. Med. Rainer Dziewas, Universitätsklinikum Münster; Prof. 
Dr. Med. Günter Seidel, Asklepios Klinik Nord Heidberg; Pd Dr. Med. Götz Thomalla, 
Universitätsklinikum Hamburg-Eppendorf 

Hong Kong 
National Lead Investigator: KS Lawrence Wong 
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Prof. Ka Sing Lawrence Wong, Prince of Wales Hospital; Richard Li, Pamela Youde Nethersole Eastern 
Hospital; Wing Chi Fong, Queen Elizabeth Hospital (QEH); Prof. Raymond Cheung, HK, Queen Mary 
Hosp., Neurology 

Hungary 
National Lead Investigator: Norbert Szegedi 

Dr Norbert Szegedi, Állami Egészségügyi Központ ; Dr Krisztián Pozsegovits, Dr. Kenessey Albert 
Kórház és Rendelőintézet; Dr Attila Valikovics, BAZ Megyei Kórház -és Egyetemi Oktató Kórház; Dr 
Gyula Pánczél, Flór Ferenc Kh. Neuro; Dr Csilla  Rózsa, Jahn Ferenc Dél-Pesti Kórház; Dr László 
Németh, Kanizsai Dorottya Kórház; Dr Péter Diószeghy, Jósa András Kórház ; Dr Csaba Óváry, 
Orszagos Idegtudományi Intézet; Dr Attila Csányi, Petz Aladár Kórház ; Dr Levente Kerényi, Fejér 
Megyei Szent György Egyetemi Oktató Kórház; Dr Valéria Nagy, Kenézy Gyula Kórház-Rendelőintézet 
Eü. Nonprofit Kft.; Prof Dr Sámuel Komoly, Pécsi Tudományegyetem; Prof Dr Dániel Bereczki, 
Semmelweis Egyetem Neurológiai Klinika; Dr Sándor Molnár, Soproni Erzsébet Oktató Kórház; Prof Dr 
István Kondákor, Tolna Megyei Balassa János Kórház 

Israel 
National Lead Investigator: Natan Bornstein 

Prof. David Tanne, Sheba MC; Dr. Guy Raphaeli, Rabin MC; Dr Gregory Telman, Rambam MC; Prof. 
Natan Bornstein, Sourasky MC; Prof. Ronen Leker, Hadassah Medical Organization; Prof. Yair Lampl, 
The Edith Wolfson Medical Center 

Italy 
National Lead Investigator: Giancarlo Agnelli 

Prof Giancarlo Agnelli, OSPEDALE S.MARIA DELLA MISERICORDIA; Dr Francesco Corea, Ospedale San 
Giovanni Battista; Dr. Stefano Ricci, OSPEDALE DI CITTA' DI CASTELLO; Dr Donata Guidetti, Ospedale 
Guglielmo da Saliceto; Dr. Giovanni Malferrari, Azienda Arcispedale Santa Maria Nuova/IRCCS; Dr. 
Simona Marcheselli, ISTITUTO CLINICO "HUMANITAS"; Dr. Giuseppe Micieli, Fondazione Istituto 
Neurologico "C. Mondino" - IRCCS Privato; Dr Andrea Zini, OSPEDALE CIVILE - OSPEDALE S. AGOSTINO 
- ESTENSE; Dr Vincenzo Di Lazzaro, Università Campus Bio Medico di Roma; Prof. Carlo Gandolfo, 
UNIVERSITÀ DEGLI STUDI DI GENOVA; Dr Andrea Salmaggi, OSPEDALE A. MANZONI DI LECCO; Dr 
Rossana Tassi, A.O.U. Senese - Policlinico S. Maria alle Scotte; Prof Maurizia Rasura, OSPEDALE 
SANT'ANDREA; Dr Giovanni Orlandi, PRESIDIO OSPEDALIERO DI MASSA E CARRARA OSPEDALE 
CARRARA; Prof Giancarlo Comi, OSPEDALE S. RAFFAELE - MILANO; Dr Stefano Ricci, ospedale di 
Gubbio e Gualdo Tadino; Dr Michelangelo Mancuso, Azienda Ospedaliero Universitaria Pisana; Dr 
Marialuisa Delodovici,  A. O. OSPEDALE DI CIRCOLO E FONDAZIONE MACCHI; Dr Paolo Bovi, Ospedale 
Borgo Trento; Dr Domenico Consoli, Ospedale Civile G. Jazzolino 

Japan 
National Lead Investigator: Norio Tanahashi 

Dr. Kimiaki Utsugisawa, General Hanamaki Hospital; Dr. Tsuneo Fujita, Hitachi General Hospital; Dr. 
Hideyuki Kurihara, National Hospital Organization Takasaki General MC; Dr. Chikashi Maruki, 
Koshigaya Municipal Hospital; Dr. Takeshi Hayashi, Saitama Medical University International Medical 
Center; Dr. Tsuneaki Ogiichi, Saitama Sekishinkai Hospital; Dr. Morio Kumagai, Gifu Prefectural 
General Medical Center; Dr. Katsunobu Takenaka, Japanese Red Cross Takayama Hospital; Dr. 
Kazunori Toyoda, National Cerebral and Cardiovascular Center Hospital; Dr. Kazuhiro Takamatsu, 
Brain Attack Center Ota Memorial Hospital; Dr. Ryo Ogami, MAZDA Hospital; Dr. Shigenari Kin, 
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Fukuoka Shin Mizumaki Hospital; Dr. Takeshi Aoki, Hokkaido Neurosurgical Memorial Hospital; Dr. 
Katsumi Takizawa, Japanese Red Cross Asahikawa Hospital; Dr. Shigehiro Omori, Kurosawa Hospital; 
Dr. Takehiko Umezawa, Agricultural Cooperatives, Sagamihara Kyodo Hospital; Dr. Yasuyuki Toba, 
Kobayashi Neurosurgical Neurological Hospital; Dr. Yutaka Nonoyama, Uji Tokushukai Medical 
Center; Dr. Hidemitsu Nakagawa, Medical corporation Tokushukai Nozaki Tokushukai Hospital; Dr. 
Takashi Naka, Higashiosaka City General Hospital; Dr. Masanori Morimoto, Kochi Health Sciences 
Center; Dr. Shuichi Matsumoto, Fukuoka Tokushukai Medical Center; Dr. Tsutomu Hitotsumatsu, 
Tenjinkai Shinkoga Hospital; Dr. Tatsuya Shingaki, Okinawa Tokushukai Medical Corporation Chubu 
Tokushukai Hosp; Dr. Satoshi Okuda, National Hospital Organisation Nagoya Medical Center; Dr. 
Mamoru Ota, Shinseikai Masu Memorial Hospital; Dr. Nobuyuki Sakai, Kobe City Medical Center 
General Hospital; Dr. Takeshi Yamada, Saiseikai Fukuoka General Hospital; Dr. Jun Niwa, Hakodate 
Municipal Hospital; Dr. Hitoshi Fujita, Murakami Memorial Hospital; Dr. Akihito Moriki, Mominoki 
Hospital; Dr. Kimihiro Yoshino, Kagawa Rosai Hospital; Dr. Yoshihisa Fukushima, St.Mary's Hospital; 
Dr. Takahisa Mori, Shonan Kamakura General Hospital; Dr. Atsushi Sato, Ina Central Hospital; Dr. 
Yoshikazu Kusano, Nagano Municipal Hospital; Dr. Michiya Kubo, Saiseikai Toyama Hospital; Dr. 
Masashi Yamazaki, Hokushin General Hospital; Dr. Takao Ooasa, Saiseikai Futsukaichi Hospital; Dr. 
Takafumi Nishizaki, Ube Industries Central Hospital; Dr. Naoki Kitagawa, Saiseikai Nagasaki Hospital; 
Dr. Masahiro Yasaka, National Hospital Organization Kyushu Medical Center; Dr. Yasuhiro Manabe, 
National Hospital Organization Okayama Medical Center; Dr. Akira Yoshioka, National Hospital 
Organization Maizuru Medical Center; Dr. Masayuki Ishihara, National Hospital Organization Tochigi 
Medical Center; Dr. Takato Kagawa, National Hospital Organization Hamada Medical Center; Dr. 
Toshikazu Ichihashi, Chutoen General Medical Center; Dr. Hideki Matsuoka, National Hospital 
Organization Kagoshima Medical Center; Dr. Yasuhiro Ito, TOYOTA MOTOR Corporation TOYOTA 
Memorial Hospital; Dr. Masahiro Yamasaki, Chikamori-kai Medical Corporation Chikamori Hospital; 
Dr. Hitonori Takaba, Kyushu Central Hospital; Dr. Hisatoshi Saito, Sapporo Azabu Neurosurgical 
Hospital; Dr. Masahiro Sato, Fujita General Hospital; Dr. Kazumasa Fukuda, Chiba Central Medical 
Center; Dr. Sumio Endo, Yokohama Shin midori General Hospital; Dr. Minoru Kidooka, Daini Okamoto 
General Hospital; Dr. Toshitaka Umemura, Chubu Rosai Hospital; Dr. Yuriko Kikkawa, Japanese Red 
Cross Narita Hospital; Dr. Shuta Toru, Nitobe Memorial Nakano General Hospital; Dr. Kentaro 
Yamada, Nagoya City East Medical Center; Dr. Hideki Sakai, National Hospital Organization Toyohashi 
Medical Center; Dr. Jun Asari, Minami Tohoku Fukushima Hospital; Dr. Masayuki Ezura, National 
Hospiral Organization Sendai Medical Center; Dr. Hisashi Nitta, Komatsu Municipal Hospital; Dr. 
Keiko Nagano, National Hospital Organization Osaka National Hospital; Dr. Jun Ochiai, Nagoya 
Ekisaikai Hospital; Dr. Keiichi Sakai, National Hospital Organization Shinshu Ueda Medical Center; Dr. 
Yasutaka Kobayashi, Fukui General Clinic; Dr. Yasuhiro Yoshii, Medical Corporation Kokankai Nihon 
Kokan Hospital; Dr. Hirotomo Miake, National Hospital Organization Disaster Medical Center; Dr. 
Tomohiro Takita, National Hospital Organization Kumamoto Medical Center; Dr. Hidekazu Taniguchi, 
NHO Shikoku Medical Center for Children and Adults; Dr. Kazuhiko Kuroki, Hiroshima General 
Hospital; Dr. Takamitsu Mizota, National Hospital Organization Ureshino Medical Center; Dr. Kenichi  
Yamamoto, Saga Memorial Hospital; Dr. Hiroshi Nakane, National Hospital Organization Fukuoka-
Higashi Medical Cente; Dr. Takeshi Iwanaga, Japanese Red Cross Okayama Hospital; Dr. Kei Chiba, 
Chitose Hoyukai Hospital; Dr. Tetsuyuki Yoshimoto, Kashiwaba Neurosurgical Hospital; Dr. Tsuyoshi 
Torii, NHO Kure Medical Center and Chugoku Cancer Center; Dr. Takeo Kitagawa, National Hospital 
Organization Mie Central Medical Center; Dr. Hiroshi Takashima, Saga-Ken Medical Centre Koseikan; 
Dr. Naoki Shirasaki, Kaga City Hospital; Dr. Makoto Dehara, Rinku General Medical Center; Dr. 
Naomichi  Wada, Japanese Red Cross Suwa Hospital; Dr. Kensuke Hamada, Kamiiida Daiichi General 
Hospital; Dr. Noriyuki Kato, National Hospital Organization Mito Medical Center; Dr. Yoshinori Go, Go 
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Neurosurgical Clinic; Dr. Ichiro Izumi, Azuma Neurosurgical Hospital; Dr. Hirotomo Ninomiya, Itami 
City Hospital; Dr. Junichiro Kumai, New Tokyo Hospital; Dr. Yoshikazu Nakajima, Sakai City Medical 
Center; Dr. Yasuhiko Kaku, Murakami Memorial Hospital; Dr. Yukihiro Isayama, Tokeidai Memorial 
Clinic; Dr. Masahiro Kawanishi, Takeda General Hospital; Dr. Shinya Noda, Itami Kosei Neurosurgical 
Hospital; Dr. Kazuhide Yamamoto, Hokushinkai Megumino Hospital; Dr. Takanori Hazama, Osaka 
General Medical Center; Dr. Hiroshi Takahashi, Fujinomiya City General Hospital; Dr. Yohei Tanaka, 
National Hospital Organization Niigata Hospital; Dr. Takashi Hata, Shizuoka City Shimizu Hospital; Dr. 
Kiyoshi Kazekawa, Fukuoka University Chikushi Hospital; Dr. Eisuke Furui, Kohnan Hospital; Dr. Hideki 
Hondo, Tokushima Prefectural Central Hospital; Dr. Nobuyuki Sato, Katta General Hospital; Dr. 
Katsusuke Kusunoki, Saiseikai Matsuyama Hospital; Dr. Kazunori Nanri, Tokyo Medical University 
Hachioji Medical Center; Dr. Satoshi Abe, Shimane University Hospital; Dr. Noboru Sasaoka, Sanuki 
Municipal Hospital; Dr. Takayuki Kuroyanagi, Komoro Kosei General Hospital; Dr. Hisahiko Suzuki, 
Shinsuma General Hospital; Dr. Kouzou Fukuyama, Chiyukai Fukuoka Wajiro Hospital; Dr. Kimihiro 
Nakahara, Takagi Hospital 

Mexico 
National Lead Investigator: Angel Arauz Góngora 

Dr.  Fernando Gongora, Hospital Universitario Jose E. Gonzalez UANL; Dr.  Angel Arauz Góngora, 
Instituto Nacional de Neurología y Neurocirugía; Dr.  Carlos Cantú Brito, Instituto Nacional de 
Ciencias Medicas y Nutricion Dr.Salvad; Dr.  Jorge Villarreal Careaga, Hospital General de Culiacán; 
Dr.  Rosalia Vazquez Alfaro, Hospital General de Mexico; Dr Geronimo Aguayo Leytte, Hospital Miguel 
Hidalgo 

Peru 
National Lead Investigator: Edwin Pretell 

Dr Percy Berrospi, Clinica El Golf; Dr Carlos Chavez, Unidad de Investigacion, Hospital Nacional Daniel 
Alcides ca; Dr Edwin Pretell, Hospital Alberto Sabogal Sologuren - ESSALUD; Dr Liliana Rodriguez, 
Hospital Nacional Edgardo Rebagliati Martins - ESSALUD; Dr. Nilton Custodio, Clinica Internacional; Dr 
Cesar Castañeda, Hospital Nacional Guillermo Almenara Irigoyen - ESSALUD; Dr Julio Perez, Hospital 
Dos de Mayo; Dr Sandra Vargas Marquez, Hospital Nacional Adolfo Guevara Velasco 

Philippines 
National Lead Investigator: Maria Cristina Z. San Jose 

Dr. Maria Cristina San Jose, St. Luke's Medical Center; Dr. Alejandro Baroque, University of Santo 
Tomas Hopsital; Dr. Ma. Epifania Collantes, Manila Doctor's Hospital; Dr. Abdias Aquino, Capitol 
Medical Center; Dr. Alejandro Díaz, San Juan De Dios Hospital; Dr. Artemio Roxas Jr., The Medical 
City; Dr Johnny Lokin, Chinese General Hospital; Dr. Joel Advincula, West Visayas State University 
Medical Center; Dr. Emerito Calderon, Cebu Doctors University Hospital; Dr. Jose Navarro, Jose R. 
Reyes Memorial Medical Center, Dept of Neurology; Dr. John Hiyadan , Baguio General Hospital & 
Medical Center Compound; Dr. Arturo  Surdilla, Northern Mindanao Medical Center 

Poland 
National Lead Investigator: Anna Czlonkowska 

Dr Anna Czlonkowska, Instytut Psychiatrii i Neurologii; Prof. Danuta Ryglewicz, Instytut Psychiatrii i 
Neurologii; Dr Grzegorz Krychowiak, Wojewódzki Szpital Specjalistyczny we Włocławku; Dr Waldemar 
Fryze, Pomorskie Centrum Traumatologii; Dr Piotr Sobolewski, Szpital Specjalistyczny Ducha Świętego 
w Sandomierzu; Dr Ryszard Nowak, Wojewódzki Szpital Specjalistyczny im. L. Rydygiera; Prof. Urszula 
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Fiszer, Samodzielny Publiczny Szpital Kliniczny im. Prof. W. Orłowsk; Dr Beata Papierowska, Szpital 
Wolski im. A. Gostyńskiej SPZOZ; Dr Justyna Zielińska-Turek, Uniwersytecki Szpital Kliniczny w 
Białymstoku; Dr Anetta Lasek-Bal, Samodzielny Publiczny Szpital Kliniczny nr 7 Śląskiego UM; Dr Ewa 
Kołodziejska, Wojewódzki Szpital Zespolony w Kielcach; Prof. Anna Kamińska, Samodzielny Publiczny 
Centralny Szpital Kliniczny; Dr Bożena Adamkiewicz, Wojewodzki Szpital Specjalistyczny im. M. 
Kopernika w Lodzi; Dr Andrzej Tutaj, Wojewodzki Szpital Specjalistyczny; Dr Dorota Szkopek, 
Mazowiecki Szpital Specjalistyczny im. Dr Józefa Psarskiego; Dr Krzysztof Musiatowicz, SPZOZ MSWiA 
z Warmińsko-Mazurskim Centrum Onkologii; Dr Zbigniew Bąk, Samodzielny Publiczny Wojewódzki 
Szpital Specjalistyczny; Dr Sławomir Brzozowski, SPZOZ w Gryficach Szpital MEDICAM; Dr Waldemar 
Brola, Zespół Opieki Zdrowotnej w Końskich; Dr Antoni Ferens, Collegium Medicum UJ; Dr Marek 
Zalisz, Samodzielny Publiczny Zakład Opieki Zdrowotnej w Działdowie; Dr Konrad Rejdak, 
Samodzielny Publiczny Szpital Kliniczny Nr 4 w Lublinie; Prof. Monika Rudzińska, SP CSK im. prof. K. 
Gibińskiego SUM 

Romania 
National Lead Investigator: Ovidiu Bajenaru 

Prof. Dr. Ovidiu Bajenaru, Spitalul Universitar de Urgenta Bucuresti; Conf. Dr. Cristina Panea, Spitalul 
Universitar de Urgenta Elias; Prof. Dr. Mihaela Simu, Spitalul Clinic Judetean De Urgenta Timisoara; 
Conf. Dr. Rodica Balasa, Spitalul Clinic Judetean de Urgenta Tîigu-Mures; Conf. Dr. Iulian Cuciureanu, 
Spitalul Clinic de Urgenta "Prof. Dr. Nicolae Oblu"; Conf. Dr. Bogdan Popescu, Colentina Clinical 
Hospital; Dr. Monica Sabau, Spitalul Clinic Judetean Oradea; Conf. Dr. Corina Roman-Filip, Spitalul 
Clinic Judetean Sibiu, Clinica Neurologie 

Russian Federation 
National Lead Investigator: Liudmila Stakhovskaya 

Dr Leonid Pimenov, City clinical hospital # 9; Prof. Alla Gekht, Moscow City Clinical Hospital 12; Prof. 
Anna Milto, Moscow, City Hospital No. 64; Dr. Ivan Shchukin, City Clinical Hospital#1 n.a. Pirogov; 
Prof. Vladimir Parfenov, First Moscow Medical Sechenov University; Prof. Liudmila Stakhovskaya, 
Pirogov Russian National Research Medical University ; Prof. Mikhail Arkhipov, Ural state medical 
academy; Prof. Elena Vishneva, City Clinical Hospital 14; Dr. Nadezhda Sokolova, Chelyabinsk 
Regional Hospital 3; Prof Enver Bogdanov, Kazan State Medical University; Prof. Radiy Esin, 
Republican Clinical Hospital # 2; Prof. Dina Khasanova, Interregional Clinical and Diagnostic Center; Dr 
Konstantin Golikov, St.Petersburg City Multiservice Hospital #2; Md, Phd Elena Melnikova, SPbGUZ 
"City Hospital #26"; Dr Leonid Zaslavskiy, Leningrad Regional Clinical Hospital; Dr. Igor Voznyuk, 
St.Petersburg Dzhanelidze Research Inst for Emergency Care; Dr Alexander Nazarov, City Hospital of 
Saint Martyr Elizaveta; Dr Leila Akhmadeeva, Bashkir State Medical university; Dr. Aida  Iakupova, 
Kazan State Medical University; Dr. Nikolay Shamalov, Russian National Investigational Medical 
University; Prof. Galina Belskaya, City hospital №1; Dr. Svetlana Chuprina, State Healthcare 
Institution, Voronezh Regional Hospital#1; Dr. Olga Denisova, MIH City Clinical Hospital #1, 
Cardiology Dept; Dr. Ekaterina Drozdova, City Hospital #13; Prof. Yuliya Karakulova, City hospital №2 
n.a. F. H. Graal; Prof. Ilya Sholomov, Saratov City Clinical Hospital №9; Prof. Nikolay Spirin, Yaroslavl 
State Med Acad Healthcare Inst Clin Hospital 8; Dr. Elena Vostrikova, City clinical Hospital №34; Dr 
Elena Mordvintseva, Road Clinical Hospital at Novosibirsk-Glavniy Station; Prof. Vera Grigoryeva, 
Nizhny Novgorod Regional Clinical Hospital n.a. N.A.Semashko; Prof. Dmitry Zateyshchikov, Moscow, 
City Hospital # 51; Prof. Vladimir Gorbachev, Irkutsk Regional Clinical Hospital after Znak Pocheta 
Order; Prof. Zhanna Chefranova, Belgorod State National Research University; Dr. Mikhail Dudarev, 
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City Clinical Hospital №6 Ministery of Healthcare; Dr. Rostislav Nilk, City Hospital #38 n.a. 
N.A.Semashko; Prof. Alexey Rozhdestvenskiy, Omsk State Medical Academy 

Slovakia 
National Lead Investigator: Miroslav Brozman 

Dr. Ladislav Gurcik, Vseobecna nemocnica s poliklinikou; Dr. Miloslav Dvorak, Nemocnica s 
poliklinikou,a.s.; Dr. Georgi Krastev, Fakultna nemocnica Trnava; Dr Egon Kurca, Univerzitna 
nemocnica Martin; Dr Juraj Vyletelka, Fakultna nemocnica s poliklinikou Zilina; Dr Miroslav Brozman, 
Fakultna nemocnica Nitra 

South Korea 
National Lead Investigator: Jong Sung Kim 

Prof Jong Sung Kim, Asan Medical Center; Prof Hee-Joon Bae, Seoul National University Bundang 
Hospital ; Prof Yong-Won Kim, Kyungpook National University Hospital; Prof Joon-Tae Kim, Chonnam 
National University Hospital; Prof Jae-Kwan Cha, Dong-A University Hospital; Professor Hyo Suk  Nam, 
Yonsei Univ Severance Hospital; Prof Dae-Il Chang, KyungHee University Medical Center; Prof Yong-
Seok Lee, SMG - SNU Boramae Medical Center; Prof Kyungmi Oh, Korea University Guro Hospital; 
Prof Sung-Wook Yu, Korea University Anam Hospital; Prof Sung-Il Sohn, Keimyung University Dongsan 
Medical Center; Prof Jun Lee, Yeungnam University Medical Center; Prof Han Jin Cho, Pusan National 
University Hospital; Prof Eung-Gyu Kim, Inje University Pusan Paik Hospital; Prof Joung-Ho Rha, Inha 
University Hospital; Prof Seo Hyun Kim, Yonsei Univ Wonju College of Medicine Wonju Christian Hosp 

Spain 
National Lead Investigator: Carlos A. Molina  

Dr. Carlos Molina Cateriano, Hospital Universitari Vall d'Hebron; Dr Joaquín Serena Leal, 
Gerona,H.Josep Trueta,Neurología; Dr. José Vivancos Mora, Madrid, H. La Princesa, Neurologia; Dr. 
Manuel Rodríguez Yañez, Santiago,H.C.Universit.,Neurología; Dr. Jaume Roquer González, Barcelona, 
H. del Mar, Neurologia; Dr. Francisco Purroy García, Hospital Arnau de Vilanova; Dr Meritxell Gomis 
Cortina, Badalona,H.Germans Trias, Neurología; Dr Jaime Masjuan Vallejo, Hosp. Ramón y Cajal; Dr. 
Juan Arenillas Lara, Hosp. Clínico de Valladolid; Dr. Tomás Segura Martín, Complejo Hospitalario 
Universitario de Albacete; Dr. José Antonio Egido Herrero, Madrid, H.C.S.Carlos,Neurología; Dr. Jose 
Ignacio Tembl Ferrairó, Valencia, H. La Fe, Neurologia; Dr Jaime Gállego Culleré, Complejo 
Hospitalario de Navarra; Dr. Francisco Moniche Álvarez, Sevilla,H.V.Rocío,Neurología 

Sweden 
National Lead Investigator: Nils Wahlgren 

Anna Steinberg, Karolinska Universitetssjukhuset Solna, Neurologkliniken; Dr Margarita Callander, 
Linköpings Universitetssjukhus, Neurokliniken; Ann Charlotte Laska, Danderyds sjukhus, 
Strokeforskningsenheten; Dr Lena Bokemark, SU/Sahlgrenska Universitetssjukhus, Medicin pol 1; Dr 
Thomas Mooe, Östersunds sjukhus, Medicinkliniken; Dr Tor-Björn Käll, Södersjukhuset, 
Medicinmottagningen; Lennart Welin, Skaraborgs Sjukhus Lidköping, Med Avd 5; Lars Sjöblom, 
Akademiska sjukhuset, Strokeenheten; Joakim Hambraeus, Falu lasarett, Medicin Kliniken; Dr Jörg 
Teichert, Mora lasarett Med klin; Hans Wannberg, Västmanlands sjukhus Västerås Medicin kliniken; 
Dr Johan Sanner, Karlstad Centralsjukhuset Neurologi och Rehabiliteringsmott; Dr Bo Ramströmer, 
Hallands sjukhus Halmstad; Dr Bo Ziedén, Norrköping Vrinnevisjukhuset Med klin; Dr Stefan Olsson 
Hau, Skånes Universitetssjukhus Neurologmottagningen; Dr Claes Gustafsson, Göteborg SU Östra 
Stroke/Diab 
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Switzerland 
National Lead Investigator: Patrik Michel  

Dr. Med. Patrik Michel, Centre Hospitalier Universitaire Vaudois; Dr. Med. Timo Kahles, Kantonsspital 
Aarau; Prof. Dr. Med. Philippe Lyrer, Universitätsspital; Prof. Dr. Med. Marcel Arnold, Inselspital; Dr. 
Med. Martin Liesch, Kantonsspital Graubünden; Dr. Med. Friedrich Medlin, Hôpital Cantonal 
Fribourg; Dr. Med. Carlo Cereda, Ospedale Regionale di Lugano Ospedale Civico; Dr. Med. Georg Kägi, 
St. Gallen, Kantonsspital St. Gallen; Prof. Dr. Med. Andreas Luft, Zürich, Universitätsspital; Dr. Med. 
Emmanuel Carrera, Hôpital universitaire Genève 

Taiwan 
National Lead Investigator: Tsong-Hai Lee 

Dr. Tsong-Hai Lee, Chang-Gung Medical Foundation, Linkou, Neurology Department; Dr. Helen L.  Po, 
Mackay Memorial Hospital-Neurology; Dr. Chang-Ming Chern, Taipei Veterans General Hospital, 
Neurology Department; Dr. Li-Ming Lien, Shin Kong Memorial Hospital; Dr. Lung Chan, Taipei Medical 
University Shuang-Ho Hospital; Dr. Chung-Hsiang Liu, China Medical University Hospital, Neurology 
Department; Dr. Shey-Lin  Wu, Changhua Christian Hospital-Neurology; Dr. Jiann-Der Lee, Chang-
Gung Medical Foundation Chiayi; Dr. Chih-Hung Chen, National Cheng Kung University Hospital; Dr 
Huey-Juan  Lin , Chi Mei Medical Center; Dr Ruey-Tay  Lin, Kaohsiung Medical University Hospital; Dr 
Wei-Hsi  Chen, Chang-Gung Medical Foundation Kaohsiung; Dr Yu Sun, En Chu Kong Hospital 

Thailand 
National Lead Investigator: Nijasri Charnnarong Suwanwela 

Prof. Nijasri Charnnarong Suwanwela, Division of Neurology, Department of Medicine; Dr. Tasanee 
Tantirittisak, Prasat Neurological Institute; Dr. Sombat Muengtaweepongsa, Thammasat University 
Hospital; Assist. Prof. Yongchai Nilanont, Division of Neurology, Siriraj Hospital; Asso.Prof. Somsak 
Tiamkao, Medicine, Srinagarind Hosp., KHON KAEN; Dr. Chesda Udommongkol, Division of 
Neurology, Phramongkutklao Hospital; Dr. Kanokwan Watcharasaksilp, Neurology, 
MaharajNakornChiangMai Hospital; Dr. Witoon  Jantararotai, Chonburi Hospital 

Turkey 
National Lead Investigator: Kursad Kutluk 

Prof. Dr. Kursad Kutluk, Dokuz Eylul University Neurology Department; Prof. Dr. Hadiye Sirin, Ege 
University Medical Faculty Neurology department; Prof. Dr. Birsen Ince, Istanbul University 
Cerrahpasa Medical Faculty Neurology; Prof. Dr. Talip Asil, Bezm-i Alem Vakıf University Hospital 
Neurology department; Murat Arsava, Hacettepe University Medical Faculty Neurology department; 
Prof. Dr. Tulay Kurt Incesu, Izmir Ataturk Research & Trainining Hospital Neurology; Assoc.Prof. Dr. 
Hulya Tireli, Haydarpasa Numune Hospital Neurology Department; Spec. Dr. Hayriye Kucukoglu, 
Bakirkoy Psychiatric Disorders Research & Training Hospital; Assoc.Prof. Dr. Fikri Ak, Ankara Numune 
Research and Training Hospital Neurology; Dr. Ali Unal, Akdeniz University Medical Faculty Neurology 
Department; Prof. Dr. Serefnur Ozturk, Selcuk University Medical Faculty Neurology Department; 
Prof. Dr. Nevzat  Uzuner, Osmangazi University Medical Faculty Neurology Department 

Ukraine 
National Lead Investigator: Sergii Moskovko 

Md Galyna Chmyr, Ivano-Frankivsk Regional Clinical Hospital; Md Volodymyr Lebedynets, State 
Treatm and Prev Inst “Central Clin Hosp of Ukrzalizn"; Md Vadym Nikonov, Kharkiv Municipal Clinical 
Hospital of Emergency Help; Md Lyudmyla Shulga, Municipal Institution "Lutsk City Clinical Hospital"; 
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Md Volodymyr Smolanka, Uzhgorod Regional Clin Centre of Neurosurgery and Neurology; Dr. Sergii 
Moskovko, Regional Clin Psychourological Hospital n.a. O.I. Ushchenko; Md Marta Khavunka, 5-th 
Lviv City Clinical Hospital; Prof. Valentyna Yavorska, ME of Health Care "Kharkiv City Clinical Hospital 
#7"; Dr. Nataliya Tomakh, Municipal Institution "City Clinical Hospital #2"; Prof. Olexandr Kozyolkin, 
MI "City clinical Hospital # 6; Md Galyna Litovaltseva, City Clinical Hospital # 4 

United States 
National Lead Investigator: Scott Kasner, Daniel Laskowitz, Wayne Clark 

Dr Maarten Lansberg, Stanford University Medical Center; Dr Richard Bernstein, Feinberg School of 
Medicine of Northwestern University; Dr David Brown, Hoag Memorial Hospital Presbyterian; Dr 
Wayne Clark, Oregon Stroke Center; Dr Jonathan Dissin, Einstein Healthcare Network; Dr Carmelo 
Graffagnino, Duke University Medical Center; Dr Jonathan Harris, Neurologic Consultants PA; Dr 
William Hicks, Ohio Health Research Institute; Dr Scott Kasner, University of Pennsylvania ; Dr Irene 
Katzan, Cleveland Clinic Foundation; Dr Jeffrey Kramer, Mercy Hospital and Medical Center; Dr 
Joshua Willey, Columbia University Medical Center; Dr Scott Silliman, University of Florida Health 
Sciences; Dr Sidney Starkman, UCLA Stroke Center ; Dr David Thaler, Tufts University Medical Center; 
Dr Margaret Tremwel, Sparks Regional Medical Center; Dr Mauricio Concha, Intercoastal Medical 
Group; Dr Kumar Rajamani, Wayne State University; Dr Bhuvaneswari Dandapani, Holmes Regional 
Medical Center; Dr. Brian Silver, Rhode Island Hospital; Dr. Nathan Deal, Baylor College of Medicine; 
Dr Ira Chang, CNI Stroke Ctr/Blue Sky Neurology; Dr Ameer Hassan, Valley Baptist Medical Center-
Harlingen; Dr Steven Rudolph, Maimonides Medical Center; Dr Kenneth Fischer, Innovative Medical 
Research of South Florida; Dr Howard Kirshner, Vanderbilt University Medical Center; Dr William 
Logan, Mercy Hospital St. Louis; Dr Sidney Mallenbaum, Carilion Roanoke Memorial Hospital; Dr 
Hebah Hefzy, Henry Ford Hospital West Bloomfield; Dr Julius Latorre, SUNY Upstate Medical 
University; Dr Steven Levine, SUNY Downstate; Dr Anthony Ciabarra, Neurology Center of North 
Orange County; Dr Rima Dafer, NorthShore University Health System ; Dr Benjamin Anyanwu, Novant 
Health Forsyth Medical Center; Dr Laurel Cherian, Rush University Medical Center; Dr Spozhmy  
Panezai , New Jersey Neuroscience Institute; Anna Khanna, University of Florida - Gainesville - Shands 
Hospital; Dr Jodi Dodds, Novant Health Heart and Vascular Institute; Dr Michel Torbey, The Ohio 
State University Wexner Medical Center; Dr James Gebel, Akron General Medical Center; Dr. Henry 
Woo, Stony Brook University Medical Center; Dr David Chiu, Houston Methodist Hospital 
Neurological Institute; Dr. Xiao Androulakis, Palmetto Health Richland; Dr. William Burgin, University 
of South Florida; Dr Maria Pineda, Thomas Jefferson University Hospital; Dr. Engin Yilmaz, Ingalls 
Hospital; Dr Irfan Altafullah, Minneapolis Clinic of Neurology; Dr Christine Boutwell, St. Luke's 
Hospital of Kansas City; Dr Salvador Cruz-Flores, Texas Tech University HSC; Dr. Biggya Sapkota, 
Chattanooga Center for Neurologic Research; Dr Pierre Fayad, University of Nebraska Medical 
Center; Dr Michael Jacoby, Ruan Neurology Clinic and Research Center; Dr Shahid Rafiq, Frederick 
Memorial; Dr Efrain Salgado, Cleveland Clinic; Dr Eugene Lafranchise, St Thomas Research Institute; 
Dr Warren Felton, Virginia Commonwealth University; Dr. Ramesh Madhavan, St Joseph Mercy 
Oakland; Dr Osama Zaidat, Medical College of Wisconsin; Dr Connie Pieper, University of Iowa 
Hospitals and Clinics; Dr Ralph Riviello, Drexel University College of Medicine; Dr Aaron Burnett, 
Regions Hospital; Dr Michelle Fischer, Penn State Milton S Hershey Medical Center; Dr Nina Gentile, 
Temple University Hospital; Dr Christopher Calder, University of New Mexico Hospital; Dr Dennis 
Dietrich, Advanced Neurology Specialists; Dr Jonathan Cross, Neurology Group of South Florida; Dr 
Larry Blankenship, Community Clinical Research Center; Dr Rima Dafer, NorthShore University Health 
System ; Dr Liliana Montoya, NeuroStudies Inc; Dr Wendell Grogan, Kingwood Research Institute; Dr 
Mark Young, Abbott Northwestern Univ; Dr Farrukh Khan, Columbus Regional Research Institute; Dr 
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Duane Campbell, Watson Clinic LLP; Dr Nizar Daboul, Advanced Medical Research; Dr Andrey 
Espinoza, Hunterdon Cardiovascular Associates; Dr Paul Cullis, St. John Hospital and Medical Center; 
Dr Gilberto Concepcion, Clinovationresearch; Dr John Wulff, Ball Memorial Hospital Research Dept; 
Dr Haider Afzal, Inquest Clinical Research LLC; Dr Naseem Jaffrani, Cambridge Medical Trials; Dr 
William Reiter, St Peter's Hospital and Medical Group; Dr Tamjeed Arshad, Baptist Medical Center 
South; Dr Timothy Lukovits, Dartmouth Hitchcock Medical Center; Dr James Welker, Ann Arundel 
Medical Center; Dr Fen Lei Chang, Parkview Research Center; Dr Aamir Badruddin, Presence Saint 
Joseph Medical Center; Dr Viken Babikian, Boston Medical Center; Dr Ravi Menon, Swedish Medical 
Center; Dr James Sander, Toledo Hospital Sponsored Research; Dr Mellanie Springer, Montefiore 
Medical Center; Dr Ashish Nanda, University of Missouri Columbia; Dr Luis Mas, General Research 
Facility Co; Dr Raj Rajan, Nova Clinical Research, LLC; Dr Bruce Silverman, Providence Hospital and 
Medical Center; Dr Hebah Hefzy, Henry Ford Hospital; Dr David Huang, UNC-CH; Dr David Carpenter, 
Washington University School of Medicine; Dr Joni Clark, St. Joseph's Hospital & Medical Center; Dr 
Marilou Ching, Kaleida Health Buffalo General Hospital; Dr Sunitha Santhakumar, William Beaumont 
Health System; Dr Jeffrey Gould, Doylestown Hospital; Dr Vibhav Bansal, Carle Foundation Hospital; 
Dr Gabriel Vidal, Ochsner Clinic Foundation; Dr Timothy Mikesell, Advocate Lutheran General 
Hospital; Dr John Brick, West Virginia University Ruby Memorial; Dr William French, Harbor-UCLA 
Medical Center; Dr Qaisar Shah, Abington Memorial Hospital; Dr Christine Holmstedt, Medical 
University of South Carolina Dept. of Rheumatology; Dr Nadir Ishag-Osman, EENA Comprehensive 
Neurology & Sleep Center, Inc; Dr John Kostis, Rutgers Robert Wood Johnson Medical School; Dr 
Abbas Shehadeh, Saint Michael's Medical Center; Dr Pramodkumak Sethi, Guilford Neurology 
Associates; Dr Asher Imam, Southlake Neurology; Dr Carl Mccomas, St Marys Medical Center; Dr Duc 
Tran, Neurology Consultants of Dallas; Dr Mehari Gebreyohanns, UT Southwestern Medical Center; 
Dr Brian Wiseman, University of Tennessee; Dr Maheen Malik, Saint Anthony's Medical Center; Dr 
Aron Schwarcz, Englewood Hospital and Medical Center; Dr Dorothea Altschul, Valley Health System; 
Dr John Castaldo, Lehigh Valley Hospital; Dr Amer Alshekhlee, DePaul Health Center; Dr Stephen 
Gancher, Kaiser Permanente - Mount Scott; Dr Nagesh Krish, Bayonne Medical Center; Dr Mai 
Nguyen-Huynh, Kaiser Permanente; Dr Margaret Tremwell, Washington Regional Medical Center ; Dr 
Jitendra Sharma, Sanford Health; Dr Lance Lee, Glendale Adventist Medical Center; Dr William Neil, 
Kaiser Permanente Medical Center; Dr Fazeel Siddiqui, Southern Illinois University School of 
Medicine; Dr Ali Malek, Saint Mary's Medical Center; Dr Charles Romero, UPMC Hamot 

Vietnam 
National Lead Investigator: Huy Thang Nguyen 

Dr Thang Nguyen Huy, 115 People's Hospital; Prof Hoa Hoang, Director Board, Gia Dinh People 
Hospital; Dr. Thang Nguyen, Nguyen Tri Phuong Hospital; Prof Anh Nguyen, Bach Mai Hospital; Prof. 
Hung Nguyen, National Geriatric Hospital 

  



15 
 

APPENDIX B   

Inclusion and exclusion criteria  
 

Inclusion criteria Exclusion criteria 

• Men or women aged ≥40 

years 

• Acute ischemic stroke or 

high-risk TIA  

• Able to be randomized 

within 24 hours after the 

onset of symptoms 

• Able to provide informed 

consent 

• Head CT or MRI ruling out 

hemorrhage or other 

pathology, such as vascular 

malformation, tumor, or 

abscess that could explain 

symptoms or contraindicate 

therapy 

• Planned use of antithrombotic therapy in addition to 

study medication, including antiplatelets (e.g. open-

label aspirin, GPIIb/IIIa inhibitors, clopidogrel, 

ticlopidine, prasugrel, dipyridamole, ozagrel, 

cilotazol) and anticoagulants (e.g. warfarin, oral 

thrombin and factor Xa inhibitors, bivalirudin, 

hirudin, argatroban, unfractionated and low 

molecular weight heparins) 

• Patients receiving or requiring dual antiplatelet 

therapy with aspirin and P2Y12 inhibitors 

• Known hypersensitivity to ticagrelor or aspirin 

• Any history of AF, ventricular aneurysm, or 

suspicion of cardioembolic pathology for TIA or 

stroke 

• Planned carotid, cerebrovascular, or coronary 

revascularization that requires halting study 

medication within 7 days of randomization 

• Receipt of any IV or intra-arterial thrombolysis or 

mechanical thrombectomy within 24 hours prior to 

randomization 

• Anticipated concomitant oral or IV therapy with 

strong CYP3A inhibitors or substrates with narrow 

therapeutic indices that cannot be stopped for the 

course of the study 
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• Anticipated requirement for long-term (>7 days) 

NSAIDs 

• Known bleeding diathesis or coagulation disorders 

(e.g. TTP) 

• History of previous symptomatic non-traumatic 

intracerebral bleeding at any time (asymptomatic 

microbleeds do not qualify), GI bleeding within past 

6 months or major surgery within 30 days 

• Known severe liver disease (e.g. ascites or signs of 

coagulopathy) 

• Renal failure requiring dialysis 

• Pregnancy or lactation 

• Participation in another clinical trial with an 

investigational product during the last 30 days 

• Previous enrolment or randomization in SOCRATES 

• Inability to understand and/or comply with study 

procedures 

Abbreviations: AF = atrial fibrillation; CT = computed tomography; CYP = cytochrome P450 

enzymes; GI = gastrointestinal; GP = glycoprotein; IV = intravenous; MRI = magnetic resonance 

imaging; NSAID = non-steroidal anti-inflammatory drug; TIA = transient ischemic attack; 

TTP = thrombotic thrombocytopenic purpura 
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Definitions of acute ischemic stroke and high-risk TIA in the 
SOCRATES trial 
 

Acute ischemic stroke High-risk TIA 

• Neurological deficit attributed to the 

focal brain ischemia AND either of the 

following: 

o Persistent signs or symptoms of 

the ischemic event at the time of 

randomization 

               OR  

o Acute ischemic brain lesion 

documented by CT scan or MRI 

(diffusion-weighted imaging) 

within 24 hours of onset of 

symptoms 

• NIHSS score ≤5 

 

• Neurological deficit of acute onset  

attributed to focal ischemia of the brain 

AND at least 1 of the following: 

o ABCD2 score ≥4 and TIA 

symptoms not limited to isolated 

numbness, isolated visual 

changes, or isolated 

dizziness/vertigo 

o Symptomatic intracranial arterial 

occlusive disease documented 

by transcranial Doppler 

ultrasound or vascular imaging, 

defined as ≥50% narrowing in 

diameter of a vessel that could 

account for the clinical 

presentation 

o Documented internal carotid 

arterial occlusive disease, 

defined as ≥50% narrowing in 

diameter of a vessel that could 

account for the clinical 

presentation 

Abbreviations: ABCD2 = age, blood pressure, clinical features, duration of TIA, presence of diabetes; 

CT = computed tomography; MRI = magnetic resonance imaging; NIHSS = National Institute of Health 

Stroke Scale; TIA = transient ischemic attack  
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APPENDIX C  

Endpoint definitions  

DEATH 

• Cardiovascular death includes sudden cardiac death, death due to acute MI, death due to heart 
failure, death due to stroke, death due to other cardiovascular causes (eg. dysarrhythmia 
unrelated to sudden cardiac death, pulmonary embolism, cardiovascular intervention [other than 
one related to an AMI - Acute myocardial infarction], aortic aneurysm rupture, or peripheral 
artery disease), and deaths for which there was no clearly documented non-cardiovascular cause 
(presumed CV death). Death due to intracranial haemorrhage (including fatal haemorrhagic 
stroke) will be considered CV death. 

• Additionally, CV deaths will be sub-classified by coronary heart disease (CHD) death and non-CHD 
death. CHD death includes sudden cardiac death, death due to acute MI, and the subset of death 
due to other cardiovascular causes that are secondary to a coronary revascularization procedure.  

• Non-cardiovascular death includes death due to haemorrhage (including gastrointestinal 
bleeding), pulmonary causes (respiratory failure, pneumonia) malignancy, trauma, suicide, 
infection/sepsis or any other clearly defined cause (eg. liver failure or renal failure).  

• Deaths with unknown/uncertain cause will be categorised as cardiovascular death and included in 
the primary composite endpoint. Any death with unknown/uncertain cause within 30 days of a 
stroke, MI or procedure/surgery will be considered a death due to the stroke, MI or 
procedure/surgery, respectively. 

MYOCARDIAL INFARCTION 

Criteria for acute myocardial infarction: Third universal definition (Thygesen 2012) 

The term acute MI 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 MI: 

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

o Symptoms of ischaemia. 
o New or presumed new significant ST-segment–T wave (ST–T) changes or new left bundle 

branch block (LBBB) 
o Development of pathological Q waves in the ECG 
o Imaging evidence of new loss of viable myocardium or new regional wall motion 

abnormality 
o Identification of an intracoronary thrombus by angiography or autopsy 



19 
 

• Cardiac death with symptoms suggestive of myocardial ischaemia and presumed new ischaemic 
ECG changes or new LBBB, but death occurred before cardiac biomarkers were obtained, or 
before cardiac biomarker values would be increased 

• PCI-related MI is arbitrarily defined by elevation of cTn values (>5 x 99th percentile URL) in 
patients with normal baseline values (≤99th 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 ischaemia or (ii) new ischaemic ECG changes or (iii) angiographic findings consistent 
with a procedural complication, or (iv) imaging demonstration of new loss of viable myocardium 
or new regional wall motion abnormality are required 

• Stent thrombosis associated with MI when detected by coronary angiography or autopsy in the 
setting of myocardial ischaemia and with a rise and/or fall of cardiac biomarker values with at 
least one value above the 99th percentile URL 

• CABG- related MI is arbitrarily defined by elevation of cardiac biomarker values (>10 x 99th 
percentile URL) in patients with normal baseline cTn values (≤99th 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 

Criteria for prior myocardial infarction 

Any one of the following criteria meets the diagnosis for prior MI: 

• Pathological Q waves with or without symptoms in the absence of non-ischaemic causes 

• Imaging evidence of a region of loss of viable myocardium that is thinned and fails to contract, in 
the absence of a non-ischaemic cause 

• Pathological findings of a prior MI 

Type 1: Spontaneous MI 

• 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 ischaemic 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, eg. coronary endothelial 
dysfunction, coronary artery spasm, coronary embolism, tachy-/brady-arrhythmias, anaemia, 
respiratory failure, hypotension, and hypertension with or without left ventricular hypertrophy 

Type 3: Myocardial infarction resulting in death when biomarker values are unavailable 
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• Cardiac death with symptoms suggestive of myocardial ischemia and presumed new ischaemic 
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 (PCI) 

• Myocardial infarction associated with PCI is arbitrarily defined by elevation of cTn values >5 x 
99th percentile URL in patients with normal baseline values (<99th 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 ischaemia, or (ii) new ischaemic 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 

• Myocardial infarction associated with stent thrombosis is detected by coronary angiography or 
autopsy in the setting of myocardial ischaemia and with a rise and/ or fall of cardiac biomarkers 
values with at least one value above the 99th percentile URL 

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 (<99th 
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. 

STROKE 

A stroke is defined as an acute episode of neurological dysfunction caused by focal or global brain, spinal 
cord, or retinal vascular injury. 

Stroke will be further sub-classified as: 

Ischaemic stroke: An acute focal infarction of the brain or retina (and does not include anterior ischaemic 
optic neuropathy [AION]).  

Criteria:  

1. Rapid onset of a new focal neurological deficit with clinical or imaging evidence of infarction 
and not attributable to a non-ischaemic etiology (not associated with brain infection, trauma, 
tumour, seizure, severe metabolic disease, or degenerative neurological disease); or,  

2. Rapid worsening of an existing focal neurological deficit that is judged by the Investigator to 
be attributable to a new infarction. Criteria for symptoms attributable to new infarction may 
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include symptoms that persist and are judged by the investigator to be attributable to new 
infarction, imaging evidence of infarction, or no evidence of a non-ischaemic etiology. 

TIA: A neurological deficit of sudden onset, resolving completely, attributed to focal brain or retinal 
ischaemia without evidence of associated acute focal infarction of the brain.  

Criteria: Rapid onset of a focal neurological deficit that is without evidence of acute focal infarction of the 
brain, and is not attributable to a non-ischaemic etiology (brain infection, trauma, tumour, seizure, severe 
metabolic disease, or degenerative neurological disease) 

Unknown/No imaging performed: If the type of stroke could not be determined by imaging or other 
means (from lumbar puncture, neurosurgery, or autopsy) but is judged to fulfil the stroke definition 
above, the stroke will be classified as ischaemic for purposes of the study. 

Haemorrhagic stroke: Haemorrhagic stroke is defined as an acute episode of focal or global cerebral or 
spinal dysfunction caused by a nontraumatic intraparenchymal, intraventricular, or subarachnoid 
haemorrhage. 

Cerebral microbleeds: SOCRATES defines a cerebral microbleed as <10 mm in greatest diameter on 
gradient recalled echo (GRE), or T2*, MRI sequences. Any blood visualized on a CT will be classified as a 
macrobleed. Microbleeds are incidental findings that are neither an exclusion criterion nor an outcome or 
adverse event. Rarely, a microbleed may occur in a strategic location and cause focal neurologic 
symptoms and/or signs in which case it will be reported as a stroke endpoint (haemorrhagic stroke) and 
bleeding event (intracerebral haemorrhage). 

If an asymptomatic microbleed is inadvertently reported, it will be adjudicated in the same way but if the 
adjudicators judges it to be asymptomatic, and therefore an incidental finding, they will classify it as a “no 
event” and “no bleeding event”.  

Ischaemic strokes with haemorrhagic transformation: Haemorrhagic transformation will be adjudicated 
to a new ischemic stroke endpoint with haemorrhagic transformation OR a haemorrhagic transformation 
of index stroke event.  

In addition, a confirmed haemorrhagic transformation will be sub-classified by adjudicators 
to symptomatic OR asymptomatic. All haemorrhagic transformations must have an associated reported 
bleeding event (ICH, PLATO major bleed) submitted for adjudication.  Adjudicated symptomatic 
haemorrhagic transformation will be adjudicated to PLATO major bleeding event, TIMI major bleeding 
and GUSTO severe bleeding (ICH). Adjudicated asymptomatic haemorrhagic transformations will not be 
considered PLATO, TIMI or GUSTO bleeding events, and will be adjudicated to “no bleeding event” (see 
Section 6.4.6.1).  

Symptomatic haemorrhagic transformation of an ischaemic stroke: Any extravascular blood within an 
area of known acute/subacute infarction that is judged to be nontraumatic, and responsible for 
neurologic symptoms. To be considered symptomatic, the haemorrhagic transformation must be judged 
to be partially responsible for the patient’s clinical neurologic presentation (ie, the area of infarction is not 
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adequate to explain the neurologic deficit, or a secondary neurologic deterioration occurred 
corresponding to the timing of haemorrhagic transformation).  

Criteria (must meet both of the following): 

1. Imaging evidence (by CT scan or MRI) of extravascular blood within the area of infarction. 

2. Symptoms judged to be related to the haemorrhagic transformation. Scenarios which may be 
judged as symptomatic:  

(a) Symptoms are out of proportion to what would be expected for the size and location of 
the infarct at presentation;  

(b) Clinical deterioration, defined by an increase of 4 points or more in the score on the NIHSS 
or leading to death, occurring after the initial ischaemic event, and identified as the result of the 
haemorrhagic transformation; or  

(c)  Mass effect secondary to the haemorrhagic transformation causing symptoms. 

Asymptomatic haemorrhagic transformation of an ischaemic stroke: Any extravascular blood within an 
area of known acute/subacute infarct, judged to be nontraumatic, without any related neurologic 
symptoms. 

Criteria (must meet both of the following) 

1. Imaging evidence (by CT scan or MRI) of extravascular blood within the area of infarct. 

No symptoms related to the haemorrhagic transformation, or clinical deterioration with less than a 4 
point increase in score on the NIHSS judged to be related to the haemorrhagic transformation. 
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PLATO Bleeding classification  
 

PLATO Major bleeding 

Fatal/Life-threatening – includes bleeding events that meet any of the following criteria: 

- Fatal bleeding 

- Intracranial bleeding* 

- Intrapericardial bleeding with cardiac tamponade 

- Hypovolemic shock or severe hypotension due to bleeding and requiring pressors/inotropes or surgery 

- Decline in haemoglobin of 5 g/dL or more (or, when Hgb is not available, a fall in haematocrit of ≥15%), 

- Transfusion of 4 or more units (whole blood or PRBCs) for bleeding 

Major bleed – other – includes bleeding events that meet any of the following criteria: 

- Significantly disabling (eg, intraocular with permanent vision loss) 

- Clinically overt or apparent bleeding associated with a decrease in Hgb of 3-5 g/dL (or, when Hgb is not 
available, a fall in haematocrit of 9 to <15%) 

- Transfusion of 2-3 units (whole blood or PRBCs) for bleeding 

PLATO Minor bleeding 

Bleeding that does not meet criteria for PLATO Major bleeding, AND 

Requires medical intervention to stop or treat bleeding (eg, epistaxis requiring visit to medical facility for 
packing) 

PLATO Minimal bleeding 

Bleeding that does not meet criteria for PLATO Major or Minor bleeding, AND 

Includes all other bleeding events (e.g., bruising, bleeding gums, oozing from injection sites, etc) not 
requiring intervention or treatment 

*Stroke study adaptation of PLATO bleeding classifications: 
Asymptomatic haemorrhagic transformations of ischemic brain infarctions and micro-haemorrhages <10mm 
evident only on gradient-echo MRI were excluded from PLATO Major Life threatening, intracranial bleeding 
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APPENDIX D – ADDITIONAL ANALYSES 

Supplemental Table S1 – Patients follow up: contact 
information by visit  
 
Table S1. Patient follow-up - contact information by visit after randomization visit (Visit 1) (full analysis 
set) 

Visit Type of contact 
Ticagrelor  
(N=6589) 

Aspirin 
(N=6610) 

    
Visit 2 (Day 7 +-2d) Overall 6367 6416 

 Patient visit in person 5955 (93.5%) 5993 (93.4%) 

 Telephone contact with patient 324 ( 5.1%) 338 ( 5.3%) 

 Other* 88 ( 1.4%) 85 ( 1.3%) 

Visit 3 (Day 30 +-7d) Overall 6362 6406 

 Patient visit in person 1322 (20.8%) 1342 (20.9%) 

 Telephone contact with patient 4530 (71.2%) 4569 (71.3%) 

 Other* 510 ( 8.0%) 495 ( 7.7%) 

Visit 4 (Day 60 +-7d) Overall 6368 6371 

 Patient visit in person 820 (12.9%) 819 (12.9%) 

 Telephone contact with patient 5025 (78.9%) 5002 (78.5%) 

 Other* 523 ( 8.2%) 550 ( 8.6%) 

Visit 5 (End of Treatment 
Visit Day 90 +-7d) 

Overall 6324 6346 

 Patient visit in person 5864 (92.7%) 5956 (93.9%) 

 Telephone contact with patient 311 ( 4.9%) 266 ( 4.2%) 

 Other* 149 ( 2.4%) 124 ( 2.0%) 

Visit 6 (Study Closure Visit 
Day 120 +-7d) 

Overall 6448 6468 

 Patient visit in person 2247 (34.8%) 2290 (35.4%) 

 Telephone contact with patient 3687 (57.2%) 3670 (56.7%) 

 Other* 514 ( 8.0%) 508 ( 7.9%) 

    

Premature Treatment 
Discontinuation Visit 

Overall 966 789 

 Patient visit in person 844 (87.4%) 685 (86.8%) 

 Telephone contact with patient 66 ( 6.8%) 59 ( 7.5%) 

 Other* 56 ( 5.8%) 45 ( 5.7%) 
    

*Other includes collecting information from family member or caregiver, from primary/treating physician, or 
from medical records 
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Supplemental Table S2 - ASCOD Phenotypes 
 

Table SX. ASCOD* phenotypes and grades of diseases in the patients in SOCRATES 

Phenotype Grades of diseases Number (%) of patients 
 

  Ticagrelor  
N=6589 

Aspirin 
N=6610 

    
Atherosclerosis 1-3:  disease is present 2471 (37.5%) 2506 (37.9%) 
 0:  absence of disease 2485 (37.7%) 2470 (37.4%) 
 9:  workup insufficient 1593 (24.2%) 1601 (24.2%) 
    
Small vessel disease 1-3:  disease is present 2768 (42.0%) 2771 (41.9%) 
 0:  absence of disease 2578 (39.1%) 2573 (38.9%) 
 9:  workup insufficient 1203 (18.3%) 1233 (18.7%) 
    
Cardiac pathology 1-3:  disease is present 309 ( 4.7%) 293 ( 4.4%) 
 0:  absence of disease 4003 (60.8%) 4021 (60.8%) 
 9:  workup insufficient 2236 (33.9%) 2263 (34.2%) 
    
Other causes 1-3:  disease is present 40 ( 0.6%) 47 ( 0.7%) 
 0:  absence of disease 4274 (64.9%) 4260 (64.4%) 
 9:  workup insufficient 2235 (33.9%) 2270 (34.3%) 
    
Dissection 1-3:  disease is present 30 ( 0.5%) 27 ( 0.4%) 
 0:  absence of disease 5203 (79.0%) 5233 (79.2%) 
 9:  workup insufficient 1316 (20.0%) 1317 (19.9%) 
    

*In ASCOD, every patient should be graded into 5 predefined phenotypes: A (atheroclerosis); S (small-vessel 
disease); C (cardiac pathology); O (other cause), and D (dissection) and further classified by grades of diseases; 
1: If the disease is present and can potentially be a cause; 2: If the disease is present, but the causal link is 
uncertain;  3: If the disease is present, but the causal link is unlikely;  0: If the disease is absent;  9: If the 
workup is insufficient to grade the disease. (Amarenco et al, 2013) 
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Supplemental Table S3 – Serious Adverse Events 
 

 
Serious adverse events (SAEs), by system organ class - on treatment (safety analysis set) 

 Number (%) of patientsa 

 Ticagrelor Aspirin 

System organ class (N=6549) (N=6581) 

Patients with any SAEb 532 ( 8.1%) 533 ( 8.1%) 

   

  Nervous system disorders 161 ( 2.5%) 165 ( 2.5%) 

  Cardiac disorders 85 ( 1.3%) 68 ( 1.0%) 

  Infections and infestations 76 ( 1.2%) 57 ( 0.9%) 

  Gastrointestinal disorders 33 ( 0.5%) 42 ( 0.6%) 

  Neoplasms benign, malignant and unspecified (incl cysts and polyps) 33 ( 0.5%) 36 ( 0.5%) 

  Vascular disorders 34 ( 0.5%) 34 ( 0.5%) 

  Respiratory, thoracic and mediastinal disorders 32 ( 0.5%) 29 ( 0.4%) 

  Injury, poisoning and procedural complications 25 ( 0.4%) 34 ( 0.5%) 

  Renal and urinary disorders 18 ( 0.3%) 20 ( 0.3%) 

  Metabolism and nutrition disorders 14 ( 0.2%) 23 ( 0.3%) 

  Musculoskeletal and connective tissue disorders 15 ( 0.2%) 15 ( 0.2%) 

  Psychiatric disorders 13 ( 0.2%) 15 ( 0.2%) 

  General disorders and administration site conditions 12 ( 0.2%) 14 ( 0.2%) 

  Hepatobiliary disorders 12 ( 0.2%) 12 ( 0.2%) 

 
a Number (%) of patients with SAE, sorted by descending frequency for system organ class in all patients 
b Efficacy endpoints are not reported as SAEs and are not included. 
Includes adverse events with an onset date on or after the date of first dose and up to and including 7 days 
following the date of last dose of study medication. 
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Supplemental Table S4 – Adverse Events Leading to Study 
Drug Discontinuation 
 
Adverse events leading to discontinuation of study drug, by system organ class - on treatment (safety 
analysis set) 

 Number (%) of patientsa 
 Ticagrelor Aspirin 
System organ class (N=6549) (N=6581) 
Patients with any AE leading to discontinuationb 634 ( 9.7%) 470 ( 7.1%) 
   
 Cardiac disorders 174 ( 2.7%) 156 ( 2.4%) 
 Nervous system disorders 98 ( 1.5%) 84 ( 1.3%) 
 Respiratory, thoracic and mediastinal disorders 118 ( 1.8%) 37 ( 0.6%) 
     Dyspnoea 91 ( 1.4%) 17 ( 0.3%) 
     Epistaxis 10 ( 0.2%) 4 ( 0.1%) 
 Gastrointestinal disorders 78 ( 1.2%) 58 ( 0.9%) 
     Diarrhoea 19 ( 0.3%) 8 ( 0.1%) 
     Nausea 12 ( 0.2%) 8 ( 0.1%) 
 Skin and subcutaneous tissue disorders 41 ( 0.6%) 18 ( 0.3%) 
     Rash 7 ( 0.1%) 5 ( 0.1%) 
     Pruritus 3 ( 0.0%) 3 ( 0.0%) 
     Urticaria 4 ( 0.1%) 2 ( 0.0%) 
 Blood and lymphatic system disorders 30 ( 0.5%) 10 ( 0.2%) 
     Increased tendency to bruise  13 ( 0.2%) 2 ( 0.0%) 
     Spontaneous haematoma 11 ( 0.2%) 2 ( 0.0%) 
 Vascular disorders 15 ( 0.2%) 21 ( 0.3%) 
 Neoplasms benign, malignant and unspecified (incl cysts and polyps) 15 ( 0.2%) 20 ( 0.3%) 
 Infections and infestations 18 ( 0.3%) 13 ( 0.2%) 
 General disorders and administration site conditions 17 ( 0.3%) 12 ( 0.2%) 
 Injury, poisoning and procedural complications 13 ( 0.2%) 9 ( 0.1%) 
 Investigations 9 ( 0.1%) 11 ( 0.2%) 
 Renal and urinary disorders 14 ( 0.2%) 6 ( 0.1%) 
 Psychiatric disorders 10 ( 0.2%) 9 ( 0.1%) 

 
a Number (%) of patients with an AE leading to discontinuation of study drug, sorted by descending frequency 
for system organ class. Patients with multiple AEs leading to discontinuation are counted once for each system 
organ class. 
b Action taken, study drug permanently stopped. 
Includes adverse events with an onset date on or after the date of first dose and up to and including 7 days 

following the date of last dose of study medication. 

  



28 
 

REFERENCES 
Thygesen K, Alpert JS, Jaffe AS, Simoons ML, Chaitman BR, White HD, the Writing Group on behalf of the 
Joint ESC/ACCF/AHA/WHF Task Force for the Universal Definition of Myocardial Infarction. Third universal 
definition of myocardial infarction. JACC 2012:60:1581-1598. 

Amarenco P, Bogousslavsky J, Caplan LR, Donnan GA, Wolf ME, Hennerici MG. The ASCOD phenotyping of 
ischemic stroke (Updated ASCO Phenotyping). Cerebrovasc Dis 2013;36 (1):1-5. doi: 10.1159/000352050. 
Epub 2013 Jul 30. 


	Appendix A – Committees, Leadership and Investigators
	Executive Committee
	Sponsor Leadership
	Independent Data Monitoring Committee
	Clinical Event Adjudication Committee

	Appendix B
	Inclusion and exclusion criteria
	Definitions of acute ischemic stroke and high-risk TIA in the SOCRATES trial

	Appendix C
	Endpoint definitions
	Death
	Stroke

	PLATO Bleeding classification

	AppendiX D – Additional analyses
	Supplemental Table S1 – Patients follow up: contact information by visit
	Supplemental Table S2 - ASCOD Phenotypes
	Supplemental Table S3 – Serious Adverse Events
	Supplemental Table S4 – Adverse Events Leading to Study Drug Discontinuation

	References



