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Le Malattie Cardiovascolari nel mondo
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ORIGINAL ARTICLE
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Importanza di ridurre il rischio CV
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v Il  rischio di Malattie
Cardiovascolari aumenta
nel tempo ed in modo
significativo dal quartile
piu basso al quartile piu
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P < 0.0001 by log-rank test P < 0.0001 by log-rank test

Cardiovascular Disease Event (%)
Cardiovascular Disease Event (%)
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alto _cI| esposizione pA ;s : T - T - p " s 2 x
cumu Iat| va (AU C) ad Age (Years) Age (Years)
= = Number at risk Number at risk
prESSI One a rte rl Osa e — 1,220 1,179 1,122 790 277 2 — 1,220 1,175 1,083 671 218 2
e 1219 1,203 1,142 754 276 1 — 1,219 1,196 1,141 751 252 -
COIeSte rOIo LDL' — 1,219 1,199 1,134 718 217 - - 1,219 1,202 1,153 756 259 1
— 1,219 1,197 1,135 730 224 - - 1,219 1,205 1,156 814 265 -
Event Rate at Age 60 Years: Event Rate at Age 60 Years:
—— 12.6%, Upper Quartile (LDL-C AUC >2,754 mg/dL x Years; n = 1,220) ~— 15.6%, Upper Quartile (MAP AUC >1,906 mm Hg x Years; n = 1,220)
—— 8.4%, Third Quartile (LDL-C AUC 2,373-2,753 mg/dL x Years; n = 1,219) =~ 7.6%, Third Quartile (MAP AUC 1,810-1,905 mm Hg x Years; n = 1,219)
— 5.7%, Second Quartile (LDL-C AUC 2,021-2,372 mg/dL x Years; n = 1,219) — 4.8%, Second Quartile (MAP AUC 1,722-1,809 mm Hg x Years; n = 1,219)

—— 3.7%, Lower Quartile (MAP AUC <1,722 mm Hg x Years; n = 1,219)

JACC 2023 Mar, 81 (12) 1151-1161
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T

Trends in the number of people with diagnosed, treated
and controlled HTN globally and by region, 1990-2019

World High-income Central and Latin America and
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NCD Risk Factors Collaboration (NCD-RisC), The Lancet 2021
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Treatment gaps in the implementation of LDL cholesterol control
among high- and very high-risk patients in Europe between 2020
and 2021: the multinational observational SANTORINI study

B Patients at LDL-C goals
Median (IQR) LDL-C, mmol/L: 1-2 (1-0, 1-3)

M Patients not at LDL-C goals
Median (IQR) LDL-C, mmol/L: 24 (1-9, 3-3)

Median (IQR) LDL-C, mmol/L: 2:4 (1-0, 5-3)

2
=
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Proportion of patients, %
=

4-0

Overall (N=9044) WVery high risk Very high risk Very high risk ASCVD excluding Monotherapy ®
(physician-reported) (physician-reported)

Combination therapy®

with ASCVD without ASCVD

(N=2169)

www.thelancet.com Vol 29 June, 2023
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LDL Cholesterol Levels (4783 pts)

100.0% BRING-UP
PREVENZIONE

80.0%

Enrollment period September 15, 2023 — Februrary 29, 2024
60.0%

40.0%
32.6%

25.2%
° 22.0%

20.0%
12.8% 12.4%

0.0%
<55 mg/dL 55-70 mg/dL  71-100 mg/dL 101-130 mg/dL >130 mg/dL
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Indicazioni al trattamento dell’ipertensione

European
ESH}, Society of
Hypertension

2023

@ESC

European Society
of Cardiology

2024

Indicazioni alla terapia in caso
di PA 130-139/80-89 mmHg

Se le misure non farmacologiche
falliscono, il trattamento
farmacologico e indicato

in tutti i pazienti di eta 18-79
anni con PA 2140/90 mmHg,
indipendentemente dal loro
livello di rischio CV (IA).

Se eta >80 anni, il trattamento
farmacologico e indicato solo se
PA 2160/90 mmHg (IB)

ma potrebbe essere considerato
anche in caso di PA sistolica 140-
160 mmHg (IIC)

Il trattamento farmacologico &
indicato in tutti i pazienti con
PA 2140/90 mmHg,

contemporaneamente all’inizio
delle misure non farmacologiche,
indipendentemente dal loro
livello di rischio CV (IA)

European
ESH), Society of
Hypertension

2023

@ESC

European Society
of Cardiology

2024

Storia di malattia cardiovascolare
(principalmente cardiopatia
ischemica cronica)

Storia di malattia cardiovascolare
ma anche...

Diabete mellito

Nefropatia cronica

Danno d’organo

Ipercolesterolemia familiare

Rischio a 10 anni 210%

Rischio a 10 anni 5-<10% in

presenza di modificatori del

rischio

ankWNRE

Verdecchia P. et al, Linee guida europee sull’ipertensione. 2024.
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Treatment goals for
low-density
lipoprotein
cholesterol across
categories of total
cardiovascular risk.

4 SCORESCORE 0P )
Treatment goal I+ SCORE2/SCORE2-OP =2%and<10% | __________________________ |
for LDL-C | + Young patients (TIDM <35years; | | SCORE2/SCORE2-OP 210%and <20% |
T2DM <50 years) with DM duration | |* Markedly elevated single risk factors, in particular |
| I =8 mmol/L (310 mg/dL) or LDL-C 4.9 mmol/L (190mag/dL) I
or BP =180/110 mmHg
Classllb ij:ﬂm |+ FH without other major risk factors :
I Moderate CKD (eGFR 30-59 mL/min/1.73 m?) |
I. DM wiotarget organ damage, with DM duration =10years |
Class lla - | or otheradditional risk factor |
N e 1
. | + ASCVD (clinical imagireg) |
&250% reduction |+ SCORE2/SCORE2-OP 220% |
from baseline |+ PHwith ASCVD or with another major sk factor |
1.8 mmoliL | + Severe CKD (2GFR <30 mL/min/1.73m?) :
Class| (<70 ma/dL) | « DM &target organ damage: =3 major risk factors; |
= |_orcarlyonsetof TIDM offong duraton (>20years)
I+ Patients with ASCVD who experience ‘I
_ | recurrent vascular events while taking |
Class 12 <14 mmollL | maximally tolerated statin-based therapy |
(<55 mg/dL} I Patients with polyvascular (e.g. coronary |
|_andperpheral artrldiease |
<1.0 mmeol/L
Class o (<40 mg/dL)
3Class lla for individuals in primary prevention with FH at very high risk CV Risk
- @ESCc Qers

@
2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias.

(European Heart Journal; doi: 10.1093/eurheartj/ehaf190)
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Perché non si raggiungono i targets ?
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The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

DRUG THERAPY

Adherence to Medication

Lars Osterberg, M.D., and Terrence Blaschke, M.D.

Drugs don't work in patients who don't take them.

— C. Everett Koop, M.D.
N Engl J Med 2005;353:487-97
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Health system/ Social/economic
HCT-factors factors

Condition-related Therapy-related
factors factors

Patient-related
factors

HCT, Health-care team
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Paziente Operatore sanitario
Eta Doti comunicative
*Incidenza di *Inerzia terapeutica
comorbilita -Complessita

terapeutica
«”Prescribing cascade”
«Scarsa conoscenza
del farmaco o del
paziente

«Status sociale
.Remore circa i farmaci
ed i loro effetti avversi
sLimitazioni culturali e
psicologico/cognitive

Sistema sanitario
*Sistema di rimborsabilita e/o compartecipazione alla spesa farmaceutica significativa per i pazienti con malattie croniche.
* Accesso alle strutture sanitarie per i follow-up programmati o in caso di emergenza.
Determinanti ambientali e sociali
L'accessibilita al farmaco o alla sua prescrizione, la condizione sociale, |'influenza dei mass media e l'introduzione dei
farmaci generici che troppo spesso cambiano di continuo packaging confondendo il paziente.
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La non aderenza
Un bilancio economico sfavorevole

$10.000,00
$9.000,00 $8.881
$8.000.00 Rapporti costo-beneficio :
$7‘000'00 SDcigtr?egsznsg.;cz)rlgeshmo :84:1
$6.000,00 erenesmema i
$5.000,00
$4.000,00
$3.000,00
$2.000,00
$1.000,00
$-
Congestive Diabetes High Blood High
Heart Failure Pressure Cholesterol

¥ Aumento spesa farmaceutica )
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N At

TERAPIE E ADERENZA TERAPEUTICA Mol S

DIREZIONE GENERALE DELLA PROGRAMMAZIONE SANITARIA

OBIETTIVD LINEE Dl INTERVENTD PROPOSTE

= Promudvers Pappropristezza nelluso delle 1. walutare | buone pratiche presenti al fine di individuare un modells nagionale di
terapie & delle temologie diagnostiche e valutarione dell appropriatesza prescrittiva, eoinvelgenda & responsabilizzanda le
terapeutiche istituzioni competenti (AIFA, 155, Agenad .|

* Migliorare Paderenza terapeutica 2. promuovers studi di ricerca applicata e soluzioni tecnokegiche & organizzative per
sike: tecnotogie diagnostiche ¢ terpeutiche, 3. valutare 'utilizzo delle linee guida & promuaverne Fimplementazione per mighorare

Favarends Fimpiego di strumenti di qualita

tecnologica adeguata e di procedure idones
a ottenene risultati sheuri rducendo i

I"appropriatezza terapeutica e disincentivare Futilizzo di farmad non appropriati
4. diffondere l& conasoenze Lul rischio aumentato di rearioni aveerse ai farmaci nei

potenziali rischi @ monitaranda nel termpo pazienti affetti da patologia cronica e in politerapia
I‘ﬂ-!qﬂtgm = la qualita 5. swiluppare iniziative per far conasoere i erited di Baers & di START and STOPP tra gl
operator sanitari

RI LTATI A I l'El!II'.rl.Il'rI-Eﬂ'I'.I di ICT di aiuto alla preswrisone oon wanming

Incremento di soluzioni
organizzative che favoriscano

I'adesione alle prescrizioni, con E. diefinire modalith organizzative che consentano equith i accesso alle terapie & alle
particolare riferimento tecnalogie, valorizzands e competenze dei centri specializzati a pio alto lvello di

7. adottare procedure che favoriscans Fadesione alle prescrizioni mediche, eon
particolare rifefimento all*aderenzs alla terapia farmacologics in caso di rattamenti

farmacalogia rmultipli |politerapie}

all'aderenza alla terapia organizzaziane
- . 9. formare & informane le persone con cronicith e tutti gh operator sanitari & non
farmacologica in caso di sanitan coinvolti sulluso appropristo delle terapie & delle tecnologie

trattamenti farmacologici
multipli (politerapie)
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L uso del
Farmaci
n ltalia

LLLLL
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Indicatori di alta aderenza al trattamento con farmaci
antipertensivi nella popolazione di eta =245 anni stratificati
70,0 per sesso

60,0
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0,0

2019 2020 2021 2022 2023 2024

% dei soggetti
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Indicatori di alta aderenza al trattamento con farmaci
ipolipemizzanti nella popolazione di eta =245 anni
stratificati per sesso

60,0

50,0

40,0
30,0
20,0
10,0

0,0

2015 2020 2021 2022 2023 2024

% dei soggetti
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e T
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Health system/
HCT-factors

Social/economic
factors

Therapy-related
factors

Condition-related
factors

Patient-related
factors

HCT, Health-care team
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First: simplicity

100+
90+
80+ !
70~ s

60

50+ i
40-

304

Rate of Adherence (%)

20+
10-

Once Twice Three times Four times

daily a day a day a day

Medication Schedule
N Engl J Med 2005;353:487-97
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Core drug-treatment strategy for hypertension

Start with Monotherapy only in selected patients:
Prefer SPCs [ Start with Dual } e Low risk hypertension and BP <150/95 mmHg

at any step Therapy in most patients e or high-normal BP and very high CV risk

e or frail patients and/or advanced age

Step 1 ACEi or ARB + CCB or - Diuretic?

Dual combination Increase to full-dose if well tolerated BBP
c
— up to ~ 60% controlled Can be used
‘ as monotherapy
or at any step

Step 2 ACEi or ARB + CCB + 1, Diuretic of combination

Triple combination % Increase to full-dose if well tolerated thera Py

— up to ~ 90% controlled®

A 4

True resistant Hypertension®
= up to ~ 5%

A 4

[ Consider to consult hypertension

Step 3
Add further drugs

specialist in patients who are still
not controlled

Mancia G et al 2023 ESH Guidelines, J Hypertens, 2023
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Uno schema posologico piu semplice migliora la
continuita della terapia

co
o

~J
o

% pazienti aderenti

o))
o

=+-Terapia di combinazione

--Terapia con due farmaci separati

un
o

0 1 2 3 4 5 6 7 8 9 10 11 12
Mesi dall'inizio del trattamento

Dezii CM. Manag Care 2000;9 (suppl):S2-S6
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Il ruolo decisivo e riconosciuto della terapia
di Combinazione Fissa

Low-dose dual combination therapy At any step, add 3-blocker if: Numberof pills
(ACE inhibitor or ARB with a CCB or

e Compelling indication IPERTENSIONE
thiazide or thiazide-like diuretic) * Expected benefit over other Q
first-line medication
l,  (Relative) contraindication
Yes to other first-line medication
Follow-up at least yearly <«——— BP controlled after 1-3 months?

Introduzione di FDC e la loro diffusione su larga scala (2023-2050)

No
Approach A (2023 ESH) l Approach B (2024 ESC)
Ilncrease dose first

1Add drug first
Maximum-dose dual combination Low-dose triple combination therapy
therapy (ACE inhibitor or ARB with a (ACE inhibitor or ARB with a CCB and Q
CCB or thiazide or thiazide-like diuretic) thiazide or thiazide-like diuretic)
Follow-up at least yearly 18 gp controlled after 1-3 months?
1No

Maximum-dose triple combination

therapy (ACE inhibitor or ARB with a CCB Q
and thiazide or thiazide-like diuretic)

Milioni di Morti evitati Milioni di Eventi Non fatali evitati

Lauder L, et al. Nat Rev Cardiol. 2025

Watkins DA, et al. JACC. 2025;86(3):149-161
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Core drug-treatment strategy for hypertension

Start with Monotherapy only in selected patients:
Prefer SPCs [ Start with Dual } e Low risk hypertension and BP <150/95 mmHg

at any step Therapy in most patients e or high-normal BP and very high CV risk

e or frail patients and/or advanced age

ARD T WUUD Uil T/TL"’“'"C"":

Dual combination Increase to full-dose if well tolerated BBP
— up to ~ 60% controlled® Can be used
‘ as monotherapy
or at any step
Step 2 ACEi or ARB + CCB + ; Diuretic of combination
Triple combination % Increase to full-dose if well tolerated thera Py

— up to ~ 90% controlled®

A 4

True resistant Hypertension®
= up to ~ 5%

A 4

[ Consider to consult hypertension

Step 3
Add further drugs

specialist in patients who are still
not controlled

Mancia G et al 2023 ESH Guidelines, J Hypertens, 2023
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All-cause mortality: effect of ACE inhibitors

Random effects model HR (95% Cl) P

ALLHAT (lisinopril) L 1.03 (0.90-1.15)
ANBP-2 (enalapril) —=— 0.90 (0.75-1.09)
pilot HYVET (lisinopril) » 0.99 (0.62-1.58)
JMIC-B (lisinopril, enalapril) - 1.32(0.61-2.86)
ASCOT-BPLA |
ADVANCE - (perindopril) = 0.87(0.81-0.93) <0.00
HYVET 1

Overall < 0.004

oso o751 133 20  N=76615 Van Vark LC et al. Eur Heart J 2012

ACE inhibitor better HR (logscale) Control better
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-~

“Benefit of Amlodipine/Perindopril combination
in the ASCOT study

ascOt

Systolic and diastolic blood pressure CV mortality
(mmHg) -\' 4 (%) 3.5 . _\I
1804 Atenolol = thiazide °) 3 T Atenolol + thiazide
1652 ogp == Amlodipine =% perindopril 3.0 (No of events patients: 342)
160 =
163.9 1377 2.5
140 -
. - 2.0
1204 Mean difference 2.7 mmHg 136.1
1.5 4
1004 94.8 DBP
= N 79.2 1.0 Amlodipine = perindppril
804 945 - — 05 (No of events patients: 263)
60 - Mean difference 1.9 mmHg 77.4 HR = 0.76 (0.65-0.90) - P=0.0010
* T T T T T T T T T T T T T O.O_| 1 1 1 T T
Baseline 05 10 15 20 25 3.0 35 410 45 50 5.5 Last 0.0 1.0 2.0 3.0 4.0 5.0
visit years
\ A y,

Dahlof B et al. Lancet. 2005:366;895-906
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Core drug-treatment strategy for hypertension

Start with Monotherapy only in selected patients:
Prefer SPCs [ Start with Dual } e Low risk hypertension and BP <150/95 mmHg

at any step Therapy in most patients e or high-normal BP and very high CV risk

e or frail patients and/or advanced age

Step 1 ARD + LLo U pqvidicuc
Dual combination Increase to full-dose if well tolerated BBP
— up to ~ 60% controlled® Can be used
‘ as monotherapy
or at any step
Step 2 — tic of combination
Triple combination % Increase to full-dose if well tolerated thera Py

— up to ~ 90% controlled®

A 4

True resistant Hypertension®
= up to ~ 5%

A 4

Step 3 [
[ Consider to consult hypertension

Add further drugs

specialist in patients who are still
not controlled

Mancia G et al 2023 ESH Guidelines, J Hypertens, 2023



Meeting Nazionale ITACARE-P 2025

Meta-analysis comparing the BP lowering
effect of hydrochlorothiazide and indapamide
in patients with HTN

Group by Study name Statistics for each study Difference in means and 95% CI
Dose Level Difference Lower Upper
in means limit limit p-Value
Dose Equivalent Elliott 2.000 -13.680 17.680 0.803
Dose Equivalent Malini -3.000 -10.785 4.785 0.450
Dose Equivalent Spence -10.050 -19.642 -0.458 0.040
Dose Equivalent -4.744 -11.254 1.767 0.153
HCTZ Higher Emeriau -3.300 -6.542 -0.058 0.046
HCTZ Higher Kreeft 3.000 -11.987 17.987 0.695
HCTZ Higher Madkour -6.000 -20.743 8.743 0.425
HCTZ Higher Plante a -3.000 -16.960 10.960 0.674
HCTZ Higher Plante b -13.000 -22.705 -3.295 0.009
HCTZ Higher -4.657 -9.225 -0.089 0.046
INDAP Higher Krum -1.600 -15.146 11.946 0.817
INDAP Higher Radevski -17.000 -31.761 -2.239 0.024
INDAP Higher -8.717 -19.345 1.910 0.108
Overall -5.130 -8.657 -1.602 0.004 s

-24.00 -12.00 0.00 12.00 24.00

INDAP tent HCTZ tent
Roush G. et al. Hypertension. 2015; 65: 1041-6 more poten more poten
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Riduzione della pressione arteriosa sistolica con la triplice combinazione
perindopril/ indapamide/ amlodipina in ipertesi a rischio elevato o molto
elevato: studio PIANIST

p <0.0001 p <0.0001 p <0.0001 p <0.0001

200 | | [ ] ] [ ]

190 -
180 -
170 -
160 -
150 -
140 -
130 -
120 -

Pressione sistolica (mmHg)

Popolazione totale Grado 1 Grado 2 Grado 3
N=4731 n=1679 n = 2397 n =655

I Basale B 1 mese B 4 mesi
Toth K et al. Am J Cardiovasc Drugs. 2014;14:137-45
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Long-Term impact of different triple combination antihypertensive medications on blood
pressure control, metabolic pattern and incident events:
data from the Brisighella Heart Study

Rate of BP control and clinical profile in hypertensive pts treated with different
combination of antihypertensive drugs

100 175 patients-follow-up: 12 years
f d <o.
75 P for trend <0.05 - ACEi +CCB+D
wv
= B ARB + CCB + D
(7]
"FB 0 H Per + Amlo + Ind
a 5 .
— [] Any other combination
(@)
o
25 P for trend <0.05
P for trend <0.05
(0]
% < 140/90 mmHg new LVH MACE
Cicero AFC et al. J Clin Med 2021
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Le LG aggiornate 2025: ruolo centrale di Ezetimbe
e del valore dell’associazione con statina

European Society

of Cardiology
4 I . .
N Recommendation Table 3 — Recommendations for
® %@‘Q lipid-lowering therapy in patients with acute coronary
& *gf‘" XQ" y syndromes (see also Supplementary data online,
& & & & . & & & Evidence Table 3)
X2 X X X X % X
S & & & $ x & & $
$ > > 2 ? & A& ? ? 0
.@" ...;\‘} q\‘} ..;\‘} .a‘} x“:\' x&'}' ..a‘:‘ ..;\‘g' ...;\"‘ & Recommendations Class® Level®
& & & & O O & & s
& & G \.é\ ¥ & & & & & (f?*-
@ &8 " & & o O q“'\ & &SR P - : .
& o Intensification of lipid-lowering therapy during the
\°J @ Q- ‘a, \°J \0) \03 (¥ O (% \°J \03 \05 ?'
e *2‘ [T R R Q¥ Y QYRR . SR
32 0 index ACS hospitalization is recommended for
E -10 patients who were on any lipid-lowering therapy C
s 20 ~20/6 3‘V before admission in order to further lower LDL-C
5 30 730 level
~30% evels.
L 40 ~38%
3 50 — 00, Initiating combination therapy with high-intensity n
~ (]
% -60 ~60%~58% ~60% statin plus ezetimibe during index hospitalization for b=
o /0 ~68% ~70% ACS should be considered in patients who were lla <
S g0 A ~T5%~75% _ . . S
4 treatment-naive and are not expected to achieve the Y
< -90 -~ ~86% 66 i
LDL-C goal with statin therapy alone. @
~ @ESC Qreas —
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ROSUVASTATIN + EZETIMIBE:
DUAL LIPID MANAGEMENT IN ONE PILL

Improved Lipid Enhanceda Anti- Greater Atheroma Reduction on

Profile INnTlammatory Regression Cardiovascular
Vs Statin monotherapy ’ Effects VeRRoSnvaStatin Outcomes (vs statin alone)

O O O O O

LDL-C: —43% -78% hsCRP and The combination 119% in All-Cause
Non-HDL-C: —36% -599% IL-6 at 12 therapy shrinks the Mortality (ACM).
ApoB: —24% months with plaque | 18% in Major

Total-C: —23% ezetimibe + -15,36% plaque Adverse
Triglycerides: rosuvastatin vs burden, Cardiovascular Events
-12% baseline. -45,83% area (MACE).

significantly —229%0 necrotic core 1 17%o in Stroke.

outperforming
rosuvastatin alone in
reducing systemic
inflammation.

(makes it more stable).

The combination of moderate-intensity rosuvastatin with ezetimibe was found
to be an effective alternative to high-intensity statins, offering better efficacy

and safety




Meeting Nazionale ITACARE-P 2025

E per chi ha sia ipertensione che
ipercolesterolemia ?
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L'aderenza al trattamento decresce nei pazienti
trattati per ipercolesterolemia e ipertensione

2/3

Dei pazienti interrompono
entrambi | trattamenti dopo 6 mesi

44.7%

Proportion of patients adherent to
antihypertesnive and lipi-lowering reatment (%)

o
Initiation 3 months 6 months

Chapman RH et al. Arch Intern Med. 2005;165:1147-1152
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Special Report

The Polypill in the Prevention of Cardiovascular Diseases

Key Concepts, Current Status, Challenges, and Future Directions

Circulation. 2010;122:2078-2088
Eva Lonn, MD, MSc: Jackie Bosch, MSc; Koon K. Teo, MD, PhD: Prem Pais, MD;
Denis Xavier, MD:; Salim Yusuf, MBBS, DPhil

The Concept of the Polypill in the Prevention of
Cardiovascular Disease

Annals of Global Health 2014;80:24-34

Brandon Wiley, MD, and Valentin Fuster, MD, PhD

The polypill approach - An innovative @

strategy to improve cardiovascular health
In Europe

Fuster et al. BMC Pharmacology and Toxicology 2017; 18:10
Valentin Musier 4, Trancese Gambis®, &ldo Paticiel o' @, Margaresha [lzr+ir® ane Dederiz< [ Grobhes”
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ORIGINAL ARTICLE

40 mg of simvastatin

Polypill with or without Aspirin in Persons 100 mg of atenolol
25 mg of hydrochlorothiazide

without Cardiovascular Disease 10 mg of ramipril

S. Yusuf, P. Joseph, A. Dans, P. Gao, K. Teo, D. Xavier, P. Lépez-Jaramillo,
K. Yusoff, A. Santoso, H. Gamra, S. Talukder, C. Christou, P. Girish, K. Yeates,
F. Xavier, G. Dagenais, C. Rocha, T. McCready, J. Tyrwhitt, J. Bosch,
and P. Pais, for the International Polycap Study 3 Investigators*

B First and Recurrent Events of the Primary Outcome

A First Event of the Primary Outcome
100+ 8-

100- Hazard ratio, 0.76 (95% Cl, 0.60-0.97) Placebo
X 80- X 80-
[}
S g
) S 60
o 60 g
v c
£ £
o
v 2 40-
._._E 40— .._gn
E § 20
S 204 O 7]
04 0-

Year

Yusuf S et al. N Engl J Med 2021;384:216-28
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Cardiovascular Death, Nonfatal MI, Nonfatal Ischemic Stroke,
or Urgent Coronary Revascularization at 3 Yr
The N E » v E N G LA N D HR, 0.76 (95% Cl, 0.60—0.96); P=0.02 for superiority
JOURNAL of MEDICINE Y

v
= _T
.‘:__‘: 15 =
ESTABLISHED IN 1812 SEPTEMBER 15, 2022 VOL. 387 NO. 11 &
S 10 9.5
L —
&
Polypill Strategy in Secondary Cardiovascular Prevention § 5 ,
S
J.M. Castellano, S.J. Pocock, D.L. Bhatt, A.J. Quesada, R. Owen, A. Fernandez-Ortiz, P.L. Sanchez, F. Marin Ortufio, o
J.M. Vazquez Rodriguez, A. Domingo-Fernandez, |I. Lozano, M.C. Roncaglioni, M. Baviera, A. Foresta, 0 ;
Polypill Usual Care

L. Ojeda-Fernandez, F. Colivicchi, S.A. Di Fusco, W. Doehner, A. Meyer, F. Schiele, F. Ecarnot, A. Linhart, J.-C. Lubanda,
G. Barczi, B. Merkely, P. Ponikowski, M. Kasprzak, J.M. Fernandez Alvira, V. Andres, H. Bueno, T. Collier, F. Van de Werf,
P. Perel, M. Rodriguez-Manero, A. Alonso 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*

Cardiovascular Death, Nonfatal MI, or Nonfatal Ischemic Stroke
at 3 Yr (Secondary Outcome)

MN=2500 Post M| =45 + At Least One HR, 0.70 (95% Cl, 0.54—0.90); P=0.005
a. Documented DM £
] . ' b. Mid to moderate CKD §
. l l p“ c. Prior MI &
) ( d. Prior coronary revascularization &
ASA :-':l . %
ATORVASTATIN 20/40 f :”D" i”}‘f’f:“e g
RAMIPRIL 2.5/5/10 ' ge = Wears o

Polypill Usual Care

Median FU: 3 years

Medication Adherence as Reported by the Patients
The primary composite endpoint W Polypill  WEEE Usual Care
cardiovascular death, MI. stroke, or urgent
revascularization.
The key secondary endpoint
cardiovascular death, M, or stroke.

Percentage of Patients

Castellano JM et al. N Engl J Med 2022;387:967-77

6 Months 24 Months
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Synergy between atorvastatin, amlodipine and perindopril
for CV protection

ASCOT-LLA, RCT: n=10,305 hypertensive patients with at least 3 cardiovascular risk factors and total cholesterol <6.5 mmol/L. Follow-up 3.3 years

3.0

2.0

1.0

0.0

Cumulative incidence for non-fatal myocardial infarction and fatal
coronary heart disease (%)

4.0 -

e Atorvastatin/Amlodipine ®=Perindopril
Placebo/Amlodipine ==Perindopril

4.0 -

- Atorvastatin/Atenolol ==Thiazide type
Placebo/Atenolol == Thiazide type

3.0 S

-53%

2.0

1.0 -

HR=0.84, Cl 0.60-1.17, p=0.30, ARR=10.5% 1.0

0.5 1.5 2.0 2.5

HR=0.47, Cl 0.32-0.69, p<0.001, ARR=1.6% 1.0
T T 1 T T

1 1 1 1 1
30 35 0.0 0.5 1.5 2.0 2.5 3.0 3.5

Time (years) Time (years)

Cumulative incidence for non-fatal myocardial
infarction and fatal coronary heart disease (%)

Sever et al. Eur Heart J. 2006;27:2982-2988
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On the Street: Hope meets anxiety ;Ponrai\sof
11 EGY P Mustim Brotherhoos: What it wants  star pawer

EMNTOR'S PAGE

Problems With lmmortality

Iehaigh immordalivg is, | e, s of the ultinete goals of medicine, e Anitorg M. Delloris,
uman bas thus far achieved i noe = anpone likely 0 do so S0 che vo

et o tiue. 1 -t

- Eomncd ' sbe i
rr||_|||':|' reail = huok swut Henrietia Lacks (03, the waman whese cancer ||n||i|,||,|| ‘:“"l‘";"'-"""@
the HeLa cell Line that has choe far proved immoct] and 2es been esponsible for
many fandamentz] soientie baskthmoghs, Althmagh thess oolls and the discoveris
they hove enabled are o st oo celebrnioz, taey have alse been representacre of @
aumber of problemaric sres in medicine, many of which eemaia veessoived. In
ach, wone of Uz fnas ey b cim mees peomdren Gy ascwe sirive bk
stern cells wad achieve dssee pegenention.

Benriigia Lacks wan o e Adfssan-Smeresan weonnn e
dvaloprad o very maligmnt carcimema of the moevix at 2 ymng sge. The slls from
chis oomor were caker for all wozene and porpoees wihioet ber noeladge or con
sent, and sent for possible fisue caltaze ot Johns Hopkine Universzy, They proved
1o be the o5 “immoral” homan cells copable of focever coecinpoushy reproduocing.
wheee rulmpsd sunide of the Bady, srablad many eedical sdvarcey, and ako hecgme
& profible comeercial peoduce. Todoy. [lela celk cen Be found in libonnoes
cheoupharar tie widd, and they contine 1o be the comermne of a lage body of madi-

in Halfimee: win

Prraps v ekt
vzl rrazeh. Jrsifionatiy, end

The tfirst azpect of the Hela story that streck me, ae 1 might moet clinical imves- d
Vigehirrs, was the a=mlipity ul e : : il o puaisnd
grew the celle, bad been unsoocesmbully trying to culture heman cells for maay vear, by alt Mol ey
1l had =xpeimerosd wich 2 mvried of colmire medla cecipes withour micoes, In fact, T S e
chise wis nathiag nriqoe oo spedal shoar the mede in which he placs] Hesriem e of dirour cwre
Lacks' cels In comparkon 1o that used for many other cels thar dd por seproduce. The B e frem
*dzovey” waa the veailr of the ool forone of ohraining adls thar wess almost A By,
siractilrke, 1 in anevivgy e Uhenk of Diees nemy evitival medied B
aeavily upon chance. Howerer, it i ako true th luck leads to imporan: :Ils-:wul.!s
wher
they would Bare gone undetected and nrrecognmed had rot George Gey I:-oen look-
np ared been lerepesssible in Bk seeach.

A pechaps weightier bsoe regarding the Hela story relates o the eociescozomic

1Nl gy e

carclier wl

wrp. i Gl

srevamiers th: prejeesd I Hizrsd 1a% o wen: aleacluldy o

walivly ek trsabment for dhe aninamml, Alibaugs Jess g

schay, this armage-
aear wis Tairly rppical of rhe s (19508 6o 1967k ¢

chs lnser encioeeo
reearch patints,
tient were sometimes urefoamed atout ineestigaton, much les osked for their

r cansent. We have loag since réecmed any such noriens, wad maey of the comapeous
B a exd alooicic pacients whe portcmete ot nzosmain tisk in dinicl mals new come
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Is it possible?
Is there a price to pay?
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La Cardiologia Riabilitativa e Preventiva
come snodo fondamentale
della cura della persona con cardiopatia

CENTRO CONGRESSI FRENTANI
Roma, 21-22 novembre 2025
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