STUDIE SECURE

JEAN-CLAUDE LUBANDA?, ALES LINHART?, JM CASTELLANO?
12.Interni klinika VFN a 1.LFUK Praha
2 CNIC Madrid

4"" !
|
VYROENI SJEZD
CESKE KARDIOLOGICKE N
® SPOLECNOST



The NEW ENGLAND
JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Polypill Strategy in Secondary
Cardiovascular Prevention

J.M. Castellano, S.J. Pocock, D.L. Bhatt, A.J. Quesada, R. Owen,
A. Fernandez-Ortiz, P.L. Sanchez, F. Marin Ortufio, J.M. Vazquez Rodriguez,
A. Domingo-Fernédndez, |. Lozano M C Roncagllom M. Baviera, A. Foresta,
L. Ojeda-Fernandez, F_Coliveek W. Doehner A. Meyer,
F. Schiele, F. Ecarot, A. -C.
P. Ponikowski, M. Kasprza : sIVira, V Andres H. Bueno,
T. Collier, F. Van de Werf, P. Perel, M. Rodrlguez Manero, A.A. Garcia, M. Proietti,
M.M. Schoos, T. Simon, J. Fernandez Ferro, N. Lopez, E. Beghi, Y. Bejot,
D. Vivas, A. Cordero, B. Ibafiez, and V. Fuster, for the SECURE Investigators*




@HARHE
n=700

| CHRU
|

n=400

Hospital Clinico
San Carlos

2499 patients recruited in 113
centers across 7 European Countries

SECURE | Consortium

e

cnicl#==x

MARIO NEGRI

ISTITUTO DI RICERCHE
F OLOGICHE

@HARITE

l CHRU

asise: oG

UMW

“ . M Hospital Clinico
San Carlos
SaludMadrid
[ comunidad de Madria

LONDON
SCHOOLof
HYGIENE
STROPICAL W
MEDICINE

(ferrer XXX I e

Centro Nacional de Investigaciones Cardiovasculares Carlos Il (CNIC) | SPAIN
| Valentin Fuster, MD, PhD (Pl) Jose M. Castellano MD, PhD (Co-PI)

Istituto di Ricerche Farmacologiche “Mario Negri” (IRFMN) | ITALY
| Maria Carla Roncaglioni, Biol Sci Dr

Charité, Universitatsmedizin Berlin | GERMANY |Wolfram Déhner, MD, PhD

University Hospital of Besancon| FRANCE |Francgois Schiele, MD

Wroclaw Medical University |POLAND |Piotr Ponikowski, MD, PhD

Semmelweis University | HUNGARY |Matyas Keltai, MD, PhD

General University Hospital in Prague| CZECH REPUBLIC |Ales Linhart, MD, PhD

Fundacion Investigacion Biomédica Hospital Clinico San Carlos | SPAIN

| Antonio Fernandez Ortiz MD, PhD

London School of Hygiene and Tropical Medicine (LSHT
Stuart Pocock, BSc MSc PhD

@ SPOLECNOST



SECURE

* Sekundarni prevence kardiovaskularniho onemocnéni u senioru

* Prospektivni randomizované klinické hodnoceni porovnavajici
kombinovany kardiovaskularni pripravek polypill oproti standardni
|écbé senioru po infarktu myokardu

Castellano JM, Pocock SJ, Bhatt DL et al. Polypill Strategy in Secondary Cardiovascular Prevention. N Engl J Med. 2022
Sep 15;387(11):967-977. doi: 10.1056/NEJM0a2208275. Epub 2022 Aug 26. PMID: 36018037.
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Hypotéza

e Strategie podavani kombinovaného pripravku zahrnujiciho tri slozky
zredukuje vyskyt kardiovaskularnich prihod u pacientl s infarktem

myokardu tim, ze se omeazi slozitost |éCby a nedostatecné dodrzovani
medikace

 Polypill dosahne zlepseni kontroly nad RF KVO, omeazi riziko recidivy
onemocnhéni a umrti.

https://clinicaltrials.gov/ct2/show/NCT02596126 XXXI D o
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Hodnoceny produkt a kontrolni vetev

* Kombinovany kardiovaskularni pripravek AAR (kyselina
acetylsalicylova 100 mg, atorvastatin 40 mg nebo 20 mg
a ramipril 10, 5a 2.5 mg)

» Tato strategie je srovnana s obvyklou péci podle mistni klinické praxe
v kazdé zucastneéné zemi
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Kritéria pro zarazeni do studie

Podepsani informovaného souhlasu

Pacienti s diagndzou infarktu
myokardu 1. typu v uplynulych 8
tydnech

Uéastnici musi byt ve véku > 65 let +

Pritomnost alespon jednoho

z uvedenych dalsich onemocnéni:
* Dokumentovany diabetes mellitus nebo
predchozi léCba peroralnimi antidiabetiky
Ci inzulinem
* Mirna az stredné tézka renalni dysfunkce:
clearance kreatininu 60 - 30 ml/min/1.73
m2

https://clinicaltrials.gov/ct2/show/NCT02596126

Predchozi infarkt myokardu: definovany
jako AIM nastaly dfive nez aktualné
reseny pripad zaznamenany v lékarske
zprave

Predchozi koronarni revaskularizace:
koronarni arterialni bypass (CABG) nebo
perkutdnni koronarni intervence (PCl)

Predchozi mrtvice: anamnéza
dokumentované mrtvice definované jako
akutni epizoda fokalni mozkové, spinalni
nebo retinalni dysfunkce vyvolané
infarktem tkani centralniho nervového
systému bez nasledku umrti

Vék > 75 let
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n=2500 + ale:

- Porecentnim IM, vék >65

spon 1 krit.

Design Studie

a.anam. DM
b. Lehka az stredné pokrocila CKD
c.IMvanam.

Median FU
3 roky

v

MACE
KV umrti
Nefatalni infarkt myokardu
Nefatalni ICMP
Urgentni revaskularizace.

d. koronarni revaskularizace v
minulosti

e. ICMP v minulosti

f.Age =75 years

Primarni kombinovany endpoint : KV umrti, infarkt
myokardu, ICMP nebo urgentni revaskularizace.

Sekundarni kombinovany endpoint: KV umrti,

nefatalni IM nebo ICMP.
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Pocet zarazenych pacientu n=2466

Country, n (%) Polypill Usual Care

Spain 408 (16.3) 453 (18.1)

Italy 377 (15.1) 355 (14.2)
Germany 187 (7.5) 185 (7.4)
Czech Republic 87 (3.5) 87 (3.5)
France 80 (3.2) 64 (2.6)
Poland 58 (2.3) 66 (2.6)
Hungary 52 (2.1) 40 (1.6)

N=2466 1237 1229
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Centra v CR

Nemocnice Slany Vseobecna fakultni nemocnice v Praze
Prim. MUDr. Ondrej Cermak Doc. MUDr. Jean-Claude Lubanda, PhD
Prof. MUDr. Ales Linhart, DrSc.

Fakultni nemocnice Kralovské Vinohrady
MUDr. Frantisek Bednar, PhD.

Nemocnice Na Homolce
MUDr. Dagmar Vondrakova

Nemocnice Podlesi

Krajska Nemocnice Libere MUDr. Libor Sknoufil, PhD.

MUDr. Jiri Karasek

Fakultni nemocnice Olomouc

Nemocnice Jihlava Prof. MUDr. Milos Taborsky, CSc., MBA
Prim. MUDr. Zdenék Klimsa
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Pocet pacientll z CR
(Csocentra  ndev

101 VFN 71
102 NNH 10
103 FNKV 11
104 FN Olomouc 6
105 Nemocnice RS BeneSov 2
106 Nemocnice Slany 12
107 Nemocnice Jihlava 20
108 Nemocnice Podlesi 35
109 Krajska nemocnice Liberec 7
celkem 174
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Polypill (n=1237)

Charakteristiky souboru

Usual care (n=1229)

Age (years)

S

Mean (SD) 75.81(6.7) 76.1(6.5)
<75 516 (41.7) 482 (39.2)
75+ 721 (58.3) 747 (60.8)
Male 853 (69.0) 848 (69.0)
Female 384 (31.0) 381 (31.0)
Czech Republic 85 (6.9) 87 (7.1)
France 74 (6.0) 70 (5.7)
Germany 182 (14.7) 184 (15.0)
Hungary 45 (3.6) 45 (3.7)
Italy 366 (29.6) 365 (29.7)
Poland 63(5.1) 60 (4.9)
Spain 422 (34.1) 418 (34.0)
Caucasian 1221 (99.2) 1211 (99.2)
Black 3(0.2) 0(0.0)
Other 7 (0.6) 10 (0.8)
Less than high school 580 (49.4) 576 (49.6)
Some high school 415 (35.3) 424 (36.5)
More than high school 179 (15.2) 162 (13.9)
Working full-time 37 (3.1) 27,2 R dissezo
Working part-time 17 (1.4) XXXIlﬁ‘Gl}?)["t
Not working 39 (3.2) 34 (2.8)
Dativad 1117 (OO ) 1129 (O O)




Anamnestickeé udaje - baseline

Smoking status,

Polypill (n=1237)

Usual care (n=1229)

Current 175 (15.0) 161 (13.8)

Former 459 (39.4) 471 (40.4)

Never 532 (45.6) 534 (45.8)

Diabetes mellitus, 520 (42.0) 531 (43.2)

Not insulin-dependent 370 (29.9) 412 (33.5)
Insulin-dependent 149 (12.1) 119 (9.7)

Hypertension, 952 (77.0) 966 (78.8)

Hyperlipidemia, 702 (57.4) 724 (59.6)

Angina pectoris, 280 (22.6) 317 (25.8)

Angina class,

| 66 (28.2) 82 (29.3)

I 84 (35.9) 106 (37.9)

i 49 (20.9) 49 (17.5)

W 35 (15.0) 43 (15.4)

Missing (%) 46 (16.4) 38 (12.0)

Previous M, 260 (21.0) 276 (22.5)

Coronary artery disease, 373(30.2) 389 (31.7)

Previous PCl, 273 (22.1) 274 (22.3)
Previous CABG, 71 (5.7) 92 (7.5)
Previous stroke, 88(7.1) 79 (6.4)

Prior vascular event, 406 (32.8) 417 (33.9)
Previous heart failure, 25 (2.0) 25 (2.0)

CKD, 465 (37.6) 435 (35.4)

Peripheral arterial disease, 104 (8.4) 104@®Ini suezD
History of COPD/asthma, 123 (10.0) xxx I J&éﬁ?%ﬁ*ﬁi;“”ﬁ
History of cancer, 140 (11.3) 150 (12.2)




Studie Secure - vysledky

Castellano JM et al. N Engl J Med 2022;387:967-977




Primarni endpoint

Kombinovany endpoint KV umrti, IM, iCMP a urg. revask

20

Primary outcome (%)
= o
| |

(@)
|

Hazard Ratio 0.76 (95% Cl 0.60 - 0.96)
Non-inferiority p<0.001; Superiority p=0.02

Usual Care

Polypill

Number at risk
Usual Care 1229
Polypill 1237

1 2 3 4
Follow-up (years)
1075 852 018 196
1064 848 511 192
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Sekundarni endpoint

Komb. KV umrti, IM, iCMP

201 HR0.70 (95% Cl 0.54-0.90); p=0.005

191

Usual Care
10

Polypill

Key secondary outcome (%)

Follow-up (years)
Number at risk
Usual Care 1229 1079 857 522 196 Do
Polypill 1237 1074 859 921 201




Analyza vysledku ITT

Polypill (n=1258) Bézna lecba HR (95% Cl) P
(n=1241)
N % N %
Non-inferiority
Primary outcome 118 9.5 156 12.7 0.76 (0.60, 0.96
imary ot ( ) 0<0.001
Superiority
p=0.02
Key secondary outcome
Composite of CV death, type 1 Ml or
, pos! P 101 82 144 11.7  0.70 (0.54, 0.90) 0.005
ischemic stroke
Cnmpnnpntq of primary outcome
CV death 48 3.9 71 5.8 0.67 (0.47, 0.97) 0.03
Type 1 MI 44 3.6 62 5.0 0.71 (0.48, 1.05) 0.09
Ischemic stroke 19 1.5 27 2.2 0.70 (0.39, 1.26) 0.24
Urgent revascularization 27 2.2 28 2.3 0.96 (0.57, 1.63) 0.88
Safety
All-cause death 115 9.3 117 9.5 0.97 (0.75, 1.25) 0.
Non-CV death 67 54 46 377 142097, 2.07) 0
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Jednotlivé komponenty primarniho endpointu

-

154

104

Cardiovascular death (%)

KV aumrti
HR 0.67 (95% CI 0.47-0.97) p=0.03

0

Mumber at risk

T T
1 2 3 4
Follow-up (years)

Usual Care 1229 1115 a0s 557 210
Polypill 1237 1108 &a0 550 209
Nefatalni iCMP
20 HR 0.70 (95% Cl 0.39-1.26)
S
E 15_
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™
2
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0 1 2 3 4
Follow-up (years)
Mumber at risk
Usual Care 1229 1104 B892 546 201
Polypill 1237 1102 881 540 206
Usual Care

Nefatalni IM
201 HR 0.71 (95% Cl 0.48-1.05) p=0.09
%?.. 15-
=
£ 104
e
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0 1 2 3 4
Follow-up (years)

Mumber at risk

Usual Care 1229
Polypill 1237

1

Urgent revascularization (%)

Polypill 1237

1090
1079

avs
a67

533
230

Urgentni Revaskularizace
HR 0.96 (95% C1 0.57-1.63)

Mumber at risk
Usual Care 1229

zﬂ. -
15
104
5 -
0+ ——
T T T T T
0 1 2 3 4
Follow-up (years)
1106 B9S5 547 210
1091 872 535 200
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Analyza podskupin

HR (95% CI) intt:’r;g:ion
Overall -I-: 0.76 (0.60, 0.96)
Country I 0.92
Czech Republic —-—:— 0.69 (0.31, 1.55)
France t 0.94 (0.35, 2.50)
Germany —-JI— 0.90 (0.46, 1.76)
Hungary t 0.52 (0.19, 1.44)
ltaly —-—: 0.67 (0.42, 1.08)
Poland : 1.14 (0.44, 2.96)
Spain . 0.75 (0.50, 1.13)
Age I 0.23
[ <75yr —— 0.63 (0.42, 0.93) |
>75yr — 0.85 (0.63, 1.15)
Sex ! 0.60
[ Male == 0.73 (0.55, 0.97) |
Female —-Jl— 0.84 (0.54, 1.32)
Diabetes I 0.62
No —=- 0.81 (0.57, 1.14)
Yes —-—{ 0.72 (0.51, 1.01)
CKD I 0.50
No —l—: 0.70 (0.51, 0.96)
Yes —-— 0.83 (0.57, 1.19)
Prior vascular event : 0.92
No — 0.76 (0.54, 1.06)
Yes —=l 0.78 (0.55, 1.09) VYROENI SJEZD
T T T T T CESKE KARDIOLOGICKE
2 5 1 2 4 | SPOLECNOST
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Dalsi sledované parametry | STK, DTK, LDL

Polypill Usual Care
N Mean (SD) Change from baseline, Mean (SD) Change from baseline,
mean (SD) mean (SD)
SBP, mmHg

Baseline 1235 129.1 (17.6) 1226 129.1(17.9)

6 months 1067 5.2 (21.3) 1053 5.7 (22.1)
12 months 986 7.5 (22.5) 972 5.7 (22.4)
24 months 882 6.3 (21.9) 830 6.3(22.1)
DBP, mmHg

Baseline 1235 71.1 (11.0) 1226 71.4 (11.4) 0.0 (0.0)

6 months 1067 3.0 (12.7) 1052 2.7 (13.0)
12 months 986 3.5(12.7) 972 2.3(13.1)
24 months 882 3.6 (12.6) 829 3.1(13.3)

LDL cholesterol,
mg/dL

Baseline 1144  90.3 (37.9) 1144 88.3 (36.3)

12 months 874 -20.3 (35.6) 871 -20.5 (36.9)
24 months 781 22.3(36.7) 715 -20.7 (38.4)

XXX
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Nezadouci prihody (AEs)

Polypill Usual Care
(n=1237) (n=1229)
Total AEs, n 704 688
Patients experiencing an AE, n (%) 404 (32.7) 388 (31.6)
Total non-fatal SAEs, n 339 346
Experiencing a non-fatal SAE, n (%) 237 (19.2) 224 (18.2)
Specific AEs of interest
BARC Bleeding 57 (4.6) 49 (4.0)
Refractory cough’ 40 (3.2) 35(2.8)
Renal® 24 (1.9) 22 (1.8)
Drug allergy 14 (1.1) 7 (0.6)
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Lécba pomoci kombinovaného polypilu obsahujici aspirin, ramipril a atorvastatin
béhem 6 mésicu po infarktu myokardu vedla k vyznamné nizSimu riziku zavaznych
nezadoucich kardiovaskularnich prihod oproti standardni péci.

Doslo ke snizeni relativniho rizika KV umrti 0 33% oproti standardni [écbé bez
zvyseni poctu nezadoucich prihod.

Tato studie poprvé prokazala mortalitni benefit pri pouzivani strategie zalozena na
kombinovanych preparatu s cilem zlepSeni adherence.

Kombinovana terapie by méla by preferovanou zejména pro starsi pacienty

VYROCNISJEZD
Castellano JM et al. N Engl J Med 2022;387:967-977 Xxx .



,Spatna adherence je spojena se zvy$enym KV rizikem“

reseni = fixni kombinace

<5 tablety

3 tablety
2 tablety S
==
1 tableta @ (=)
o
Velmi nizka Non-adherence Non-adherence Velmi vysoka/iplna
non-adherence <10 % 20 % 40 % non-adherence’

2018 ESC/ESH Guidelines for the management of arterial hypertension

Priklady vhodnych fixnich kombinaci pro pacienty po IM:
bisoprolol/perindopril
atorvastatin/perindopril/amlodipin

: : : S : VYROENI SJEZD
(bisoprolol/perindopril/amlodipin/indapamid) XXXI PESIE KARDIL DGIHE

(ramipril/atorvastatin/aspirin) @ SPOLECNOSTI




