2.SYNOPSIS

Name of Sponsor/Company: Fundacién Centro Nacional de Investigaciones
Cardiovasculares, Carlos Il (CNIC)

Name of Finished Product: TRINOMIA

Name of Active Ingredient: acetysalicylic acid 100 mg, atorvastin 40 mg or 20 mg, and
ramipril 10, 5 and 2.5 mg

Title of Study: Secondary Prevention of Cardiovascular Disease in the Elderly Trial
(SECURE)

Investigators and Study centre (s):

Czechia

Nemocnice Rudolfa a Stefanie BeneSov
Benesov, Czechia, 25601
Contact: Filip Kratochvil, MUDr.
Principal Investigator: Filip Kratochvil, MUDr.

Nemocnice Jihlava
Jihlava, Czechia, 58633
Contact: Zden€k Klimsa, prim.MUDr.
Principal Investigator: Zdenék Klimsa, prim.MUDr.

Krajska necmonice Liberec
Liberec, Czechia, 46030
Contact: Jifi Karasek, MD
Principal Investigator: Jiti Karasek, MD

Fakultni nemocnice Olomouc
Olomouc, Czechia, 77900
Contact: Milos§ Taborsky, MD
Principal Investigator: Milo§ Téborsky, MD

Nemocnice Slany
Slany, Czechia, 27401
Contact: Ondfej Cermék, prim.MUDr.
Principal Investigator: Ondfej Cermék, prim.MUDr.
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Nemocnice Podlesi
Ttinec, Czechia, 73961
Contact: Marian Branny, MD
Principal Investigator: Marian Branny, MD

Vseobecna fakultni nemocnice v Praze
Praha 2, Praha, Czechia, 12808
Contact: Jean-Claude Lubanda, MD
Principal Investigator: Ales Linhart, Prof. MUDr
Principal Investigator: Jean-Claude Lubanda, MD

Fakultni nemocnice Kréalovské Vinohrady
Praha, Praha 10, Czechia, 10034
Contact: FrantiSek Bednaf, MUDr.
Principal Investigator: FrantiSek Bednai, MUDr.

Nemocnice Na Homolce
Praha, Praha 5, Czechia, 15030
Contact: Dagmar Vondrakova, MUDr.

Principal Investigator: Dagmar VVondrakova, MUDr.

France

Centre Hospitalier Universitaire d'Angers
Angers, France, 49933
Contact: Fabrice Prunier, MD
Principal Investigator: Fabrice Prunier, MD

Centre Hospitalier Régional Universitaire de Besangon
Besancon, France, 25030
Contact: Francois Schiele, MD
Principal Investigator: Frangois Schiele, MD

Centre Hospitalier Universitaire de Lyon
Bron, France, 69500
Contact: Eric Bonnefoy, Pr.
Principal Investigator: Eric Bonnefoy, Pr.

Centre Hospitalier Universitaire de Caen
Caen, France, 14000
Contact: Farzin Beygui, Pr.
Principal Investigator: Farzin Beygui, Pr.
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Centre Hospitalier Metropole Savoie
Chambéry, France, 73000
Contact: Julie Perrin-Faurie, MD
Principal Investigator: Julie Perrin-Faurie, MD

Centre Hospitalier Universitaire Henri Mondor
Créteil, France, 94000
Contact: Emmanuel Teigier, MD
Principal Investigator: Emmanuel Teigier, MD

Centre Hospitalier Universitaire de Dijon
Dijon, France, 21000
Contact: Yves Cottin, MD
Principal Investigator: Yves Cottin, MD

Centre Hospitalier Universitaire de Grenoble
Grenoble, France, 38000
Contact: Gérald Vazetto, MD
Principal Investigator: Gérald Vazetto, MD

Centre Hospitalier Régional et Universitaire de Lille
Lille, France, 59037
Contact: Gilles Lemesle, MD.
Principal Investigator: Gilles Lemesle, MD.

Centre Hospitalier St Joseph St Luc
Lyon, France, 69365
Contact: Olivier Dubreuil, MD
Principal Investigator: Olivier Dubreuil, MD

Centre Hospitalier Universitaire de Nice
Nice, France, 06002
Contact: Emile Ferrari, MD
Principal Investigator: Emile Ferrari, MD

Hopital Bichat
Paris, France, 75010
Contact: Philippe-Gabriel Steg, Pr.
Principal Investigator: Philippe-Gabriel Steg, Pr.

Centre hospitalier Universitaire de Bordeaux
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Pessac, France, 33604
Contact: Pierre Coste, MD
Principal Investigator: Pierre Coste, MD

Centre Hospitalier Universitaire de Toulouse
Toulouse, France, 31403
Contact: Didier Carrie, MD
Principal Investigator: Didier Carrié, MD

Germany

GLG Fachklinik Wolletzsee GmbH
Angerminde, Germany, 16278
Contact: Erdal Bayindir, MD
Principal Investigator: Erdal Bayindir, MD

Charité - Universitdtsmedizin Berlin, Centrum fur Schlaganfallforschung
(CSB)

Berlin, Germany, 13353

Contact: Wolfram Doéhner, MD

Principal Investigator: Wolfram Déhner, MD
Sub-Investigator: Nadja Scherbakov, MD

AVK Vivantes Rehabilitation GmbH
Berlin, Germany, 12157
Contact: Timo Ylinen, MD
Principal Investigator: Timo Ylinen, MD

Maria Heimsuchung Caritas-Klinik Pankow
Berlin, Germany, 13187
Contact: Jirgen Meyhofer, MD
Principal Investigator: Jirgen Meyhdofer, MD

DRK Klinik Berlin Westend
Berlin, Germany, 14050
Contact: Sascha Rolf, MD
Principal Investigator: Sascha Rolf, MD

DRK- Kliniken Berlin/ Képenick
Berlin, Germany, 12559
Contact: Roland Thieme, MD
Principal Investigator: Roland Thieme, MD
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Vivantes Humboldt Klinikum
Berlin, Germany, 13509
Contact: Steffen Behrens, MD
Principal Investigator: Steffen Behrens, MD

Vivantes Klinikum Spandu
Berlin, Germany, 13585
Contact: Hans-Jurgen Ohler, MD
Principal Investigator: Hans-Jlirgen Ohler, MD

GK Havelhohe
Berlin, Germany, 14089
Contact: Sebastian Hollmach, MD
Principal Investigator: Sebastian Hollmach, MD

Judisches Krankenhaus
Berlin, Germany, 13347
Contact: Lutz Lucas-Vahldiek, MD
Principal Investigator: Lutz Lucas-Vahldiek, MD

Gesundheitszentrum Bitterfeld /Wolfen GmbH
Bitterfeld-Wolfen, Germany, 06749
Contact: Peter Lanzer, MD
Principal Investigator: Peter Lanzer, MD

Mediclin Reha-Zentrum Spreewald Fachklinik fur innere Medizin
Burg, Germany, 03096
Contact: Jorg Nothroff, MD
Principal Investigator: Jérg Nothroff, MD

MediClin Herzzentrum Coswig
Coswig, Germany, 06869
Contact: Agata Kuc, MD
Principal Investigator: Agata Kuc, MD

Medical Park Berlin Humboldtmuihle
Berlin - Tegel, Berlin, Germany, 13507
Contact: Heinz Theres, MD
Principal Investigator: Heinz Theres, MD
Sub-Investigator: Andreas Mueller, MD

Immanuel Klinikum Bernau Herzzentrum Brandenburg
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Bernau, Berlin, Germany, 16321
Contact: Christian Butter, MD
Principal Investigator: Christian Butter, MD

Brandenburgklinik Berlin-Brandenburg GmbH, Haus Brandenburg/
Kardiologie

Waldsiedlung, Berlin, Germany, 16321
Contact: Martin Schikora, MD

Principal Investigator: Martin Schikora, MD
Sub-Investigator: Christine Hemeling, MD

Klinik am See, Rehabilitationszentrum fiir innere Medizin
Ridersdorf, Brandenburg, Germany, 15562
Contact: Heinz Voller, MD
Principal Investigator: Heinz VVéller, MD
Sub-Investigator: Sergej Belozerov, MD

Hungary

Semmelweis Egyetem Varosmajori Sziv- és Ergyogyészati Klinika
Budapest, Hungary, 1122
Contact: Béla Merkely, MD
Principal Investigator: Béla Merkely, MD
Principal Investigator: Barczi Gyuri, MD

Févarosi Szent Janos Korhaz
Budapest, Hungary, 1125
Contact: Rita Kazinczy, MD
Principal Investigator: Rita Kazinczy, MD

Szent Rokus Korhaz és Intézményei
Budapest, Hungary, H-1085
Contact: Andras Papp, MD
Principal Investigator: Andras Papp, MD

Békés Megyei Pandy Kalman Kérhaz
Gyula, Hungary, 5700
Contact: Zoltan Jambrik, MD
Principal Investigator: Zoltan Jambrik, MD

Bacs- Kiskun Megyei Korhaz
Kecskemét, Hungary, 6000
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Contact: Zoltan Ruzsa, MD
Principal Investigator: Zoltan Ruzsa, MD

Fejér Megyei Szent Gyorgy Egyetemi Korhaz
Székesfehérvar, Hungary, 8000
Contact: Ebrahim Noori, MD
Principal Investigator: Ebrahim Noori, MD

Sydo és Tsa Kft.
Veszprém, Hungary, H-8200
Contact: Tibor Syd6, MD
Principal Investigator: Tibor Sydd, MD

Italy

IRCCS Fondazione S. Maugeri Istit. di Cassano Murge
Cassano Delle Murge, BA, Italy, 70020
Contact: Rocco La Gioia, Director Dr
Sub-Investigator: Domenico Srutinio, Dr
Principal Investigator: Andrea Passantino, Dr
Sub-Investigator: Raffaella Catanzaro, Dr.ssa

IOB-Policlinico San Marco
Osio Sotto, BG, Italy, 24040
Contact: Nicoletta De Cesare, Dr.ssa
Principal Investigator: Nicoletta De Cesare, Dr.ssa
Sub-Investigator: Paola De Gregorio, Dr.ssa

Ospedale Bolognini di Seriate - ASST BERGAMO EST
Seriate, BG, Italy, 24068
Contact: Vittorio Giudici, Dr
Principal Investigator: Vittorio Giudici, Dr
Sub-Investigator: Francesco Quarenghi, Dr
Sub-Investigator: Paola Neri, Dr.ssa
Sub-Investigator: Patrizia Rocca, Dr.ssa
Sub-Investigator: Luigina Viscardi, Dr.ssa

ASST di Bergamo Ovest-Ospedale di Treviglio
Treviglio, BG, Italy, 24047
Contact: Paolo Sganzerla, Dr
Principal Investigator: Paolo Sganzerla, Dr
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ASST Degli Spedali Civili di Brescia
Brescia, BS, Italy, 25123
Contact: Marco Metra, Director Dr
Principal Investigator: Pompilio Faggiano, Dr
Sub-Investigator: Elio Gorga, Dr
Sub-Investigator: Dario Cani, Dr
Sub-Investigator: Elisabetta Dinatolo, Dr.ssa
Sub-Investigator: Marco Sholli, Dr

Ospedale S.Lazzaro
Alba, CN, Italy, 12051
Contact: Antonio Dellavalle, Director Dr
Principal Investigator: Emma Actis Perinetto, Dr.ssa
Sub-Investigator: Tiziana Montaldo, Dr.ssa

Ospedale Generale di Zona-Ospedale Valduce
Como, CO, ltaly, 22100

ASL FG Ospedale "Teresa Masselli Mascia"
San Severo, FG, ltaly, 71016
Contact: Alessandro Villella, Director Dr
Principal Investigator: Marco Mele, Dr

Ospedale Misericordia ASL 9 Grosseto
Grosseto, GR, Italy, 58100
Contact: Ugo Limbruno, Director Dr
Principal Investigator: Marco Solari, Dr
Sub-Investigator: Stefania Stefanelli, Dr.ssa

Ospedale Sacro Cuore di Gesu
Gallipoli, LE, Italy, 73014
Contact: Giovanni Carlo Piccinni, Director Dr
Principal Investigator: Francesco Mariello, MD

ASST Di Monza-Presidio Ospedaliero di Desio
Desio, MB, Italy, 20832
Contact: Enrico Planca, Director Dr
Principal Investigator: Fausto Avanzini, Dr
Sub-Investigator: Donata Saltafossi, Dr.ssa

ASST Di Monza-Ospedale San Gerardo
Monza, MB, Italy, 20900
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Contact: Felice Achilli, Director Dr.
Principal Investigator: Alessandra Frattola, Dr.ssa
Sub-Investigator: Paola Camisasca, Dr.ssa

IRCCS Ospedale Policlinico di Milano
Milano, MI, Iltaly, 20122
Contact: Federico Lombardi, Director
Principal Investigator: Paola Montanari, Dr.ssa
Sub-Investigator: Alessandra Bertoletti, Dr.ssa

ASST Santi Paolo e Carlo-Ospedale San Paolo-Polo Univ.

Milano, MI, Italy, 20142

Contact: Stefano Carugo, Director Dr
Principal Investigator: Marco Centola, Dr
Sub-Investigator: Alessandro Caretta, Dr
Principal Investigator: Lorenzo Fiorista, Dr

Centro Cardiologico Monzino SpA
Milano, M, Italy, 20138
Contact: Giancarlo Marenzi, Dr
Principal Investigator: Giancarlo Marenzi, Dr
Sub-Investigator: Valentina Milazzo, Dr.ssa

IRCCS-Fondazione Don Carlo Gnocchi
Milano, MI, Iltaly, 20149
Contact: Maurizio Ferratini, Dr
Principal Investigator: Maurizio Ferratini, Dr
Sub-Investigator: Vittorio Racca, Dr
Sub-Investigator: Andrea Alessandro Moraschi, Dr
Sub-Investigator: Paola Grati, Dr.ssa
Sub-Investigator: Monica Tavanelli, Dr.ssa

IRCCS Istituto Clinico Humanitas
Rozzano, Ml, Italy, 20089
Contact: Elena Corrada, Dr.ssa
Principal Investigator: Elena Corrada, Dr.ssa
Sub-Investigator: Marta Pellegrino, Dr.ssa

IRCCS Policlinico San Donato
San Donato Milanese, Ml, Italy, 20097
Contact: Francesco Bedogni, Director
Principal Investigator: Samuele Pizzocri, Dr
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Ospedale di Sassuolo S.P.A.
Sassuolo, MO, Italy, 41049
Contact: Ermentina Bagni, Dr.ssa
Principal Investigator: Ermentina Bagni, Dr.ssa
Sub-Investigator: Francesco Melandri, Dr
Sub-Investigator: Julieta Isabel De Maio, Dr.ssa

ASST Rhodense Ospedale di Passirana
Passirana, Passirana-rho, Italy, 20017
Contact: Giuseppe De Angelis, Director Dr
Principal Investigator: Anna Frisinghelli, Dr.ssa
Sub-Investigator: Patrizia De Maria, Dr.ssa

Presidio Ospedaliero San Filippo Neri-ASL Roma E
Roma, RM, Italy, 00135
Contact: Furio Colivicchi, Prof.
Principal Investigator: Furio Colivicchi, Prof.
Sub-Investigator: Stefania Angela Di Fusco, Dr.ssa

A.O. San Camillo Forlanini
Roma, RO, Italy, 00149
Contact: Massimo Uguccioni, Dr
Principal Investigator: Massimo Uguccioni, Dr
Sub-Investigator: Giovanni Pulignano, Dr
Sub-Investigator: Maria Denitza Tinti, Dr.ssa
Sub-Investigator: Stefano Tolone, Dr

Ospedale Ss Giovanni di Dio e Ruggi d'Aragona
Salerno, SA, Italy, 84131
Contact: Federico Piscione, Prof.
Principal Investigator: Federico PISCIONE, Prof.
Sub-Investigator: Angelo Silverio, Dr
Sub-Investigator: Gennaro Vitulano, Dr

Casa di Cura Villa Bianca
Trento, TN, Italy, 38122

AAS3 "Alto Friuli, Collinare, Medio Friuli" Ospedale di San Daniele del
Friuli-Tolmezzo sede di S. D. del Friuli

San Daniele Del Friuli, UD, Italy, 33038
Contact: Lucio Mos, Dr
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Principal Investigator: Lucio Mos, Dr

ASST Della Valle Olona-Ospedale di Saronno
Saronno, VA, ltaly, 21047
Contact: Daniele Nassiacos, Dr
Principal Investigator: Daniele Nassiacos, Dr

Poland

Uniwersyteckie Centrum Kliniczn
Gdansk, Poland, 80-952
Contact: Marcin Gruchata, MD
Principal Investigator: Marcin Gruchata, MD

Szpital Wielospecjalistyczny im. Dr. Ludwika Blazka w Inowroctawiu
Inowroctaw, Poland, 88-100
Contact: Marek Bronisz, MD
Principal Investigator: Marek Bronisz, MD

Krakowski Szpital Specjalistyczny im. Jana Pawta 11
Krakow, Poland, 31-202
Contact: Jadwiga Nessler, MD
Principal Investigator: Jadwiga Nessler, MD

Zespot Opieki Zdrowotnej w Klodzku
Ktodzko, Poland, 57-300
Contact: Piotr Berkowski, MD
Principal Investigator: Piotr Berkowski, MD

Wojewddzki Szpital Specjalistyczny w Legnicy
Legnica, Poland, 59-220
Contact: Barbara Engel, MD
Principal Investigator: Barbara Engel, MD

Specjalistyczny Szpital im. Dra Alfreda Sokotowskiego
Walbrzych, Poland, 58-309
Contact: Roman Szetemej, MD
Principal Investigator: Roman Szetemej, MD

Wojskowy Szpital Kliniczny z Poliklinikg SP ZOZ
Wroctaw, Poland, 50-981
Contact: Piotr Ponikowski, MD
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Principal Investigator: Piotr Ponikowski, MD

Centrum Kardiologiczne "Pro Corde" Sp. z 0.0.
Wroclaw, Poland, 50-315
Contact: Bartosz Szafran, MD
Principal Investigator: Bartosz Szafran, MD

Samodzielny Publiczny Zespot Opieki Zdrowotnej w Swidnicy
Swidnica, Poland, 58-100
Contact: Bartomiej Janiak, MD
Principal Investigator: Bartomiej Janiak, MD

Samodzielny Publiczny Szpital Kliniczny nr 7, Slaskiego Uniwersytetu
Medycznego w Katowicach, Gérnoslaskie Centrum Medyczne im. prof.
Leszka Gieca

Katowice, Ochojec, Poland, 40-635
Contact: Wojciech Wojakowski, MD
Principal Investigator: Wojciech Wojakowski, MD

Spain

Hospital Universitario A Corufia
A Coruria, Spain, 15006
Contact: José Manuel Vazquez Rodriguez, MD
Principal Investigator: José Manuel Vazquez Rodriguez, MD

Hospital Clinic de Barcelona
Barcelona, Spain, 08036
Contact: Rut Andrea Riva, MD
Principal Investigator: Rut Andrea Riva, MD
Sub-Investigator: Manel Sabaté, MD

Hospital Universitari Vall D'hebron
Barcelona, Spain, 08035
Contact: José Antonio Barrabés Riu, MD
Principal Investigator: José Antonio Barrabés Riu, MD

Hospital Universitario Reina Sofia de Cordoba
Cordoba, Spain, 14004
Contact: Miguel Angel Romero Moreno, MD
Principal Investigator: Miguel Angel Romero Moreno, MD

Hospital Universitario Clinico San Carlos
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Madrid, Spain, 28040
Contact: Antonio Fernandez Ortiz, MD
Principal Investigator: Antonio Ferndndez Ortiz, MD

Hospital Universitario Fundacion Jiménez Diaz
Madrid, Spain, 28040
Contact: Borja Ibafiez, MD
Principal Investigator: Borja Ibafiez, MD
Sub-Investigator: Sandra Gomez Talavera, MD

Hospital Universitario 12 de Octubre
Madrid, Spain, 28041
Contact: Roberto Martin Asenjo, MD
Principal Investigator: Roberto Martin Asenjo, MD
Principal Investigator: Hector Bueno, MD

Hospital Universitario La Princesa
Madrid, Spain, 28006
Contact: Fernando Alfonso, MD
Principal Investigator: Fernando Alfonso, MD

Hospital General Universitario Gregorio Marafion
Madrid, Spain, 28009
Contact: Francisco Fernandez-Avilés, MD
Principal Investigator: Francisco Fernandez-Avilés, MD

Hospital Virgen de la Victoria
Malaga, Spain, 29010
Contact: Eduardo de Teresa Galvan, MD
Principal Investigator: Eduardo de Teresa Galvan, MD

Complejo Asistencial Universitario de Salamanca
Salamanca, Spain, 37007
Contact: Pedro Luis Sanchez, MD
Principal Investigator: Pedro Luis Sanchez, MD

Hospital Universitario Virgen del Rocio
Sevilla, Spain, 41013
Contact: Gonzalo Baron Esquivias, MD
Principal Investigator: Gonzalo Baron Esquivias, MD

Hospital Universitario Virgen Macarena
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Sevilla, Spain, 41009
Contact: Rafael Hidalgo Urbano, MD
Principal Investigator: Rafael Hidalgo Urbano, MD

Hospital Clinic Universitari de Valencia
Valencia, Spain, 46010
Contact: Juan Sanchis Fores, MD
Principal Investigator: Juan Sanchis Fores, MD

Hospital Univeristari de Bellvitge
L'Hospitalet De Llobregat, Barcelona, Spain, 08997
Contact: Angel Ramon Cequier Fillat, MD
Principal Investigator: Angel Ramén Cequier Fillat, MD

H.C.U.de Santiago De Compostela
Santiago De Compostela, Galicia, Spain, 15706
Contact: José Ramén Gonzalez-Juanatey, MD
Principal Investigator: José Ramén Gonzalez-Juanatey, MD
Sub-Investigator: José Seijas, MD

Hospital Universitario Puerta de Hierro
Majadahonda, Madrid, Spain, 28222
Contact: Juan Manuel Escudier Villa, MD
Principal Investigator: Juan Manuel Escudier Villa, MD

H.C.U. Virgen De La Arrixaca De Murcia
El Palmar, Murcia, Spain, 30120
Contact: Francisco Martin Ortufio, MD
Principal Investigator: Francisco Martin Ortufio, MD

Hospital Universitario de Cabuefies
Gijon, Asturias, Spain, 33203
Contact: Ifiigo Lozano, PhD
Principal Investigator: Ifiigo Lozano, PhD

Hospital General Universitario de Alicante
Alicante, Spain, 03010
Contact: Vicente Arrarte Esteban, PhD
Principal Investigator: Vicente Arrarte Esteban, PhD

Hospital General de Villalba
Collado-Villalba, Madrid, Spain, 28400
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Contact: Felipe Navarro del Amo, PhD
Principal Investigator: Felipe Navarro del Amo, PhD

Hospital de Fuenlabrada
Fuenlabrada, Madrid, Spain, 28492
Contact: Alejandro Curcio Ruigéimez, PhD
Principal Investigator: Alejandro Curcio Ruigdimez, PhD

Hospital Universitario Principe de Asturias
Alcal& De Henares, Madrid, Spain, 28805
Contact: Jose Alberto Garcia Lledo, PhD
Principal Investigator: Jose Alberto Garcia Lledo, PhD

Hospital Universitario Rey Juan Carlos
Mostoles, Madrid, Spain, 28933
Contact: Petra Sanz Mayordomo, PhD
Principal Investigator: Petra Sanz Mayordomo, PhD

Hospital Universitario Infanta Elena
Valdemoro, Madrid, Spain, 28340
Contact: Petra Sanz Mayordomo, PhD
Principal Investigator: Petra Sanz Mayordomo, PhD

Hospital La Luz Quiron
Madrid, Spain, 28003
Contact: Roberto Martin Reyes, PhD
Principal Investigator: Roberto Martin Reyes, PhD

Hospital Universitario QuironSalud Madrid
Pozuelo De Alarcon, Madrid, Spain, 28223
Contact: Jose Angel Cabrera Rodriguez, PhD
Principal Investigator: Jose Angel Cabrera Rodriguez, PhD

C.H.U. Ruber Juan Bravo
Madrid, Spain, 28006
Contact: Gonzalo Pizarro Sanchez, PhD
Principal Investigator: Gonzalo Pizarro Sanchez, PhD

Complejo Asistencial Universitario de Leon
Ledn, Leon, Spain, 24008
Contact: David Alonso Rodriguez, PhD
Principal Investigator: David Alonso, PhD
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Hospital Universitario y Politécnico de La Fe
Valencia, Spain, 46026
Contact: Luis Martinez Dolz, PhD
Principal Investigator: Luis Martinez Dolz, PhD

Publication (reference): Polypill Strategy in Secondary Cardiovascular Prevention.
Castellano JM, Pocock SJ, Bhatt DL, Quesada AJ, Owen R, Fernandez-Ortiz A, Sanchez PL,
Marin Ortuiio F, Vazquez Rodriguez JM, Domingo-Fernandez A, Lozano |, Roncaglioni MC,
Baviera M, Foresta A, Ojeda-Fernandez L, Colivicchi F, Di Fusco SA, Doehner W, Meyer A,
Schiele F, Ecarnot F, Linhart A, Lubanda JC, Barczi G, Merkely B, Ponikowski P, Kasprzak M,
Fernandez Alvira JM, Andres V, Bueno H, Collier T, Van de Werf F, Perel P, Rodriguez-
Manero M, Alonso Garcia A, Proietti M, Schoos MM, Simon T, Fernandez Ferro J, Lopez N,
Beghi E, Bejot Y, Vivas D, Cordero A, Ibafiez B, Fuster V; SECURE Investigators. N Engl)J
Med. 2022 Sep 15;387(11):967-977. doi: 10.1056/NEJM0a2208275

Studied period (years): 5 years & 8 months |Phase of development: Phase I
(date of first enrolment): 8 August 2016
(date of last completed): 31 October 2021

Objectives:
Primary Objective

To evaluate the efficacy of a polypill strategy containing aspirin (100 mg), ramipril (2.5, 5
or 10 mgs), and atorvastatin (40 or 20 mgs) compared with the standard of care (usual care
according to the local clinical practices at each participating country) in secondary
prevention of major cardiovascular events (cardiovascular death, nonfatal myocardial
infarction, nonfatal ischemic stroke, and urgent revascularization).

The secondary objectives are to evaluate a polypill strategy as compared with standard of
care for secondary cardiovascular prevention after Ml in an elderly population in:

reducing other clinical endpoints.
- improving baseline adherence.
- improving quality of life.
- controlling cardiovascular risk factors. (LDL cholesterol, systolic and diastolic blood
pressure).
- Cost-effectiveness
- safety and tolerability
- patient satisfaction
performance across the different socioeconomic and health settings.

Methodology: SECURE is a randomized, un-blinded, controlled, 2-group, parallel,
multinational trial which includes 2499 patients over 65 post M| from Spain, Italy, France,
Germany, Poland, Czech Republic and Hungary. The primary end point is to assess the
efficacy of a polypill (including aspirin[100mg], Ramipril [2.5-5-10mgs], atorvastatin [20-

40mgs] — a total of six different formulations) with taking several drugs separately (usual
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care according to the local clinical practices at each participating country) in secondary
prevention of cardiovascular events (incidence of the first occurrence of any component
of the following composite endpoint, as adjudicated by the Clinical Events Committee:
death from cardiovascular causes, nonfatal myocardial infarction, stroke, and urgent
revascularization not resulting in death). The median follow up has been 36 months.

All patients were included in the study and randomized after signing informed consent at
the time of the event. Patients randomized to the polypill arm received the polypill freely
by the study. Patients randomised to polypill arm began treatment at the discretion of the
physician, within 7 days of the index event (or at discharge for patients requiring longer
hospitalisations). Patients randomized to the control group received usual care.

The minimun FU was 24 months. The patients underwent 3 presential visits (6mo, 12mo

and 24mo) and up to 4 telephone FU calls (18mo, 36mo, 48mo and 60mo)

Number of patients (planned and analyzed): 2514 patients planned, finally 2499
randomized patients

Diagnosis and main criteria for inclusion:

1. Giving consent after information.

2. Patients diagnosed with a type 1 myocardial infarction within the previous 6 months.

3. Subjects must be 265 years old, presenting with at least one of the following
additional conditions:

i Documented diabetes mellitus or previous treatment with oral hypoglycemic
drugs or insulin.

ii. Mild to moderate renal dysfunction: creatinine clearance 60-30 mL/min/1.73
m?2,

iii.  Prior myocardial infarction: defined as an AMI occurring before the index
event documented in a medical report.

iv. Prior coronary revascularization: coronary artery bypass grafting (CABG) or
percutaneous coronary intervention (PCI).

V. Prior stroke: history of a documented stroke, defined as an acute episode of
focal cerebral, spinal, or retinal dysfunction caused by infarction of central
nervous system tissue, not resulting in death.

vi. Age > 75 years.

Test product, dose and mode of administration:

ATC:

Patients randomized to Cardiovascular Combination Pill AAR arm will receive one of the
following treatments:

Cardiovascular Combination Polypill AAR 40

ASA 100 mg, Atorvastatin 40 mg, Ramipril 2.5mg
ASA 100 mg, Atorvastatin 40 mg, Ramipril 5 mg
ASA 100 mg, Atorvastatin 40 mg, Ramipril 10 mg
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If considered necessary and per investigators’ judgment, the Cardiovascular Combination
Polypill AAR 40 may be switched to Cardiovascular Combination Polypill AAR 20
(Atorvastatin 20 mg, ASA 100mg and Ramipril 2.5, 5 or 10 mg)

Intervention Arm: once daily administration of one capsule (Cardiovascular Combination
Polypill AAR).

Usual Care: Standard of care for secondary prevention will be carried out according to
current ESC clinical guidelines.

Oral Administration

Duration of treatment: Physician Criteria

Criteria for evaluation:

Primary Endpoint

The incidence of the first occurrence of any component of the following composite
endpoint, as adjudicated by the Clinical Events Committee:

e Cardiovascular death.

e Any nonfatal type 1 myocardial infarction.

e Any nonfatal ischemic stroke.

e Any urgent coronary revascularization not resulting in death.

Secondary Endpoints

1. Efficacy endpoints
a. The first occurrence of any component of the following composite endpoint:
CV death, Ml type 1, stroke.
b. The first occurrence of the individual components of the primary endpoint
CV death.
Nonfatal type 1 myocardial infarction.
Nonfatal ischemic stroke.
e Urgent coronary revascularization.
c. Improvement in treatment adherence at 2 years, as measured by Morisky
Medication Adherence Scale (MMAS-8).

d. Change of risk factor control at 2 years

e |DL-cholesterol level.
e SBP.
e DBP.

e. Cost effectiveness of the polypill strategy.

f. Performance of the polypill strategy across different socioeconomic and health
settings.

g. Treatment Satisfaction.

2. Safety endpoints
a. All-cause mortality.
b. Adverse Events
i. Bleeding
ii. Renal dysfunction.
iii. Drug allergic reaction.
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iv. Refractory cough leading to drug discontinuation.
v. Drug Discontinuation.

Efficacy:

The main aim of SECURE is to evaluate the efficacy of a polypill strategy containing aspirin
(100 mg), ramipril (2.5, 5 or 10 mgs), and atorvastatin (40 or 20 mgs) compared with the
standard of care (usual care according to the local clinical practices at each participating
country) in secondary prevention of major cardiovascular events. The hypothesis of
SECURE is that the use of a polypill strategy including three components with proven
efficacy as well as demonstrated positive impact on adherence will reduce major
cardiovascular events in patients with myocardial infarction (Ml) by reducing treatment
complexity, lack of adherence and achieving better risk factor control, reducing the risk of
recurrent disease and death in elderly patients with CVD, and thereby reducing the
burden of CVD in Europe.

Safety:

Secondary safety outcomes included death from any cause and adverse events (including
bleeding, kidney failure, drug allergic reaction, and drug discontinuation). Sensitivity
analyses were also performed to consider noncardiovascular death as a competing risk
for the primary outcome and key secondary outcome.

Statistical methods:
The planned total sample size in this study is 2514 patients (1257 per group). The initial

assumptions for the determination of sample size are as following:

e A composite primary endpoint event rate of 7.7% per year in the population to be
recruited

e Atrue hazard ratio of 1

e A planned accrual period for the study of 3 years

e A minimum follow-up and treatment period of 2 years

e An estimated loss to follow-up of 1%

Based on these assumptions, it is anticipated that 420 composite primary events will be
accrued during the follow-up period. A non-inferiority margin of 1.373 for the upper limit
of the 95% confidence interval for the hazard ratio is set for this study. With the total
sample size of 2514 patients (1257 per group) a noninferiority test at 0.025 one-sided
significance level with have a 90% power to reject the null hypothesis of inferiority.

With this sample size, the study will have 78% power at a two-sided alpha of 0.05 to
demonstrate a relative risk reduction of 21%, which corresponds to a hazard ratio 0.79.

SUMMARY — CONCLUSIONS

EFFICACY RESULTS:
A total of 2499 patients underwent randomization and were followed for a median
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of 36 months. A primary-outcome event occurred in 118 of 1237 patients (9.5%)

in the polypill group and in 156 of 1229 (12.7%) in the usual-care group (hazard

ratio, 0.76; 95% confidence interval [Cl], 0.60 to 0.96; P = 0.02). A key secondaryoutcome
event occurred in 101 patients (8.2%) in the polypill group and in 144

(11.7%) in the usual-care group (hazard ratio, 0.70; 95% Cl, 0.54 to 0.90; P = 0.005).

The results were consistent across prespecified subgroups. Medication adherence

as reported by the patients was higher in the polypill group than in the usual-care

group. Adverse events were similar between groups.

SAFETY RESULTS:

No relevant safety information has been generated during the trial. Moreover, no safety
problems which could present a non-major benefit-risk consideration were presented
during the trial so that the PVG department did not see any reason to take any different
or special safety measure or even considering the premature discontinuation of this
study.

Adverse events were reported in 404 of 1237 patients (32.7%) in the polypill group and in
388 of 1229 (31.6%) in the usual-care group. Nonfatal serious adverse events occurred in
237 patients (19.2%) in the polypill group and in 224 (18.2%) in the usual-care group.

CONCLUSION:
Treatment with a polypill containing aspirin, ramipril, and atorvastatin within

6 months after myocardial infarction resulted in a significantly lower risk of major
adverse cardiovascular events than usual care
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