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Ipertensione Arteriosa come fattore
di rischio cardiocerebrorenale
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Forouzanfar MH, et al. JAMA. 2017;317(2):165-182.
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“In an operational sense,
hypertension should be
deened in terms of a blood-
pressure level above which
investigation and
treatment do more good
than harm”

Evans VG, Rose GA. Hypertension. Br Med Bull 1971; 27: 32—-42.



... and so what about high-normal blood
pressure management?

....These findings support the importance for worldwide
cardiovascular risk of such a population of patients

despite no reliable evidence that may justify a drug-
based therapeutic approach. e




Effetto di un nutraceutico combinato sulla PA domiciliare mattutina
e serale rispetto ai valori vasali e placebo
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*Riduzione statisticamente significativa (p<0.05) sia rispetto al baseline sia rispetto al Placebo
High Blood Press Cardiovasc Prev. 2018 Dec;25(4):401-405.



Worldwide trends in hypertension prevalence and progress in treatment and control from 1990 to
2019: a pooled analysis of 1201 population-representative studies with 104 million participants

World High-income Central and Latin America and
western eastern Europe Caribbean
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NCD Risk Factor Collaboration (NCD-RisC), Lancet 2021; 398: 957-80



Bisogni attualmente insoddisfatti nell’iperteso ipercolesterolemico:
i dati nazionali
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2013 ESH/ESC Guidelines for the management
of arterial hypertension

b

a8 o{ %
Monotherapy can effectively reduce BP in only a Iimite&
number of hypertensive patients and that most patients
require the combination of at least two drugs to achieve BP
control.

Therefore, the issue is not whether combination therapy is
useful, but whether it should always be preceded by an
attempt to use monotherapy, or whether—and when—
combination therapy may be the initial approach.

Mancia G et al. J Hypertens 2013 Jul;31(7):1281-357.



@ ESC European Heart Journal (2018) 00, 1-98 ESC/ESH GUIDELINES

European Society doi:10.1093/eurheartj/ehy339
of Cardiology

2018 ESC/ESH Guidelines for the management
of arterial hypertension

The Task Force for the management of arterial hypertension of the
European Society of Cardiology (ESC) and the European Society of
Hypertension (ESH)

New conceps

A SPC treatment strategy to improve BP control

e Preferred use of two-drug combination therapy for the initial treatment of most
people with hypertension.

¢ A single-pill treatment strategy for hypertension with the preferred use of SPC therapy
for most patients.

e Simplified drug treatment algorithms with the preferred use of an ACE inhibitor or
ARB, combined with a CCB and/or a thiazide/thiazide-like diuretic, as the core treatment
strategy for most patients, with beta-blockers used for specific indications.

Williams B et al. Eur Heart J (2018) 39, 3021-3104



La riduzione pressoria incrementale che si ottiene combinando 2 classi di
antipertensivi € 5 volte superiore a quello ottenibile raddoppiando |la dose
di un singolo farmaco
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Tiazidici Beta bloccanti ACE-inibitori Ca-antagonista Tutte le classi

Aggiunta di un farmaco . Raddoppio della dose di un farmaco
di un‘altra classe (dalla dose standard a quella doppia)

Wald et al. Am J Med 2009;122:290-300.



Value of low dose combination treatment with blood pressure
lowering drugs: analysis of 354 randomised trials

Efficacy: blood pressure lowering effects (mmHg) of drugs
when used at half standard dose separately and in
combination

SBP DBP

M1 drug M2 drugs ™3 drugs

Reduction of the incidence of stroke and IHD events (%) when
durg are used separately and in combination at half standard
dose

Stroke IHD

"1 drug ®2 drugs ®3 drugs

Law MR et al. 2003;326:1427



Systolic Blood Pressure in the Two Treatment Groups
over the Course of the Trial: SPRINT
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2018 ESC/ESH Guidelines for the management
of arterial hypertension

Drug treatment strategy

for hypertension

ill
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Initial therapy
Dual combination

Step 2

Triple combination

Step 3
Triple combination +
spironolactone or
other drug

p
‘ ACEi or ARB + CCB or diuretic }

Consider monotherapy in

low risk grade 1 hypertension

(systolic BP <150mmHg), or in
very old (=80 years) or frailer patients

l

‘ ACEi or ARB + CCB + diuretic

l

Resistant hypertension
Add spironolactone (25-50 mg o.d.)
. or other diuretic, alpha-blocker or beta-blocker

Uncomplicated

Consider referral to a specialist centre
for further investigation

Beta-blockers

Consider beta-blockers at any treatment step, when there is a specific
indication for their use, e.g. heart failure, angina, post-MlI, atrial fibrillation,

or younger women with, or planning, pregnancy

Initial therapy

Dual combination

CAD

Step 2

Triple combination

L

Step 3
Triple combination +
spironolactone or
other drug

| ACEi or ARB + beta-blocker or CCB “
or CCB + diuretic or beta-blocker
or beta-blocker + diuretic

)

‘ Triple combination of above
N J

i

Resistant hypertension
Add spironolactone (25-50 mg o.d.)
or other diuretic, alpha-blocker or beta-blocker )

\

Consider monotherapy in low risk
grade 1 hypertension
(systolic BP <150mmHg), or in
very old (=80 years) or frailer patients

Consider initiating therapy
when systolic BP is
2130 mmHg in these very
high risk patients with
established CVD

Consider referral to a specialist centre
for further investigation

W

Initial therapy

Dual combination

Step 2

Triple combination

Step 3
Triple combination +
spironolactonec or
other drug

( N
ACEi or ARB + CCB
or ACEi or ARB + diuretic (or loop
‘ diuretic)®

l

" ACEi or ARB + CCB + diuretic (or |
loop diuretic)®

l

Resistant hypertension
Add spironolactone (25-50 mq o.d.)
| or other diuretic, alpha-blocker or beta-blocker |

Beta-blockers
Consider beta-blockers at any
treatment step, when there is a
specific indication for their use,
e.g. heart failure, angina,
post-MI, atrial fibrillation, or
younger women with, or
planning, pregnancy

CKD

Initial therapy

Step 2

beta-blocker

ACEi or ARB? + diuretic® (or loop diuretic) + ‘

l

ACEi or ARB? + diuretic® (or loop diuretic) + ‘

beta-blocker + MRA®

| When antihypertensive therapy is not required in HFrEF, treatment should be precribed according to the ESC Heart Failure Guidelines.®

A reduction in eGFR and rise in serum creatinine is expected in patients with CKD"who receive BP-lowering therapy, especially in those
treated with an ACEi or ARB but a rise in serum creatinine of >30% should prompt evaluation of the patient for possible renovascular disease.

HFrEF

Williams B et al. Eur Heart J 2018, 39(33): 3021-3104.




A FDC and Compliance ratios
Study

Trial
Schweizer et al. 2007

OR (95% CI)

Asplund et al. 1984

1.08 (0.75, 1.54)

> 1.74 (0.96, 3.15)

Subtotal (I-squared = 45.6%, p = 0.175) <\> 1.22 (0.90, 1.686)

Cohort

Taylor et al. 2003
Gerbino et al. 2004

1.09 (0.80, 1.51)

Dickson et al. 2008

1.28 (0.93, 1.75)

1.29 (0.89, 1.89)

Subtotal (I-squared = 0.0%, p = 0.740) <> 1.21 (1.00, 1.47)

Heterogeneity between groups: p = 0.960

Overall (I-squared = 0.0%, p = 0.655) <> 1.21 (1.03, 1.43)

T
5 1
Favours Free drug combination

B FDC and Persistence with therapy
Study

T T
1:5 2
Favours FDC

OR (95% CI)

Dezii 2000

Dezii 2000

1.19 (0.83, 1.71)

Jackson et al. 2006

1.22 (0.85, 1.75)

——— .84 (1.67, 4.83)

Overall (l-squared = 75.6%, p = 0.016) <<> 1.54 (0.95, 2.49)

NOTE: Weights are from random effects analysis

1
5 1
Favours free combination

T L]
1:5 2
Favours FDC

C FDC and Compliance or Persistence with therapy

Study

Dezii 2000

OR (95% CI)

1.19 (0.83, 1.71)

Dezii 2000

Jackson et al. 2006

1.22 (0.85, 1.75)

——————— 284 (1.67, 4.83)

Taylor et al. 2003

Gerbino et al. 2004

1.09 (0.80, 1.51)

Dickson et al. 2008

1.28 (0.93, 1.75)

Overall (I-squared = 49.2%, p = 0.080) <

1.29 (0.89, 1.89)

> 1:29:(1:11,:1.50)

L}
.5 1
Favours free combination

L] T
1:5)1 2
Favours FDC

Antihypertensive Agents, Compliance

Compliance, Safety, and Effectiveness of Fixed-Dose
Combinations of Antihypertensive Agents

A Meta-Analysis

Ajay K. Gupta, Shazia Arshad, Neil R. Poulter

Systolic and Diastolic BP normalization ratios

Study OR (95% Cl)

Schweizer et al. 2007 } 1.63 (0.93, 2.83)
Ebbutt et al. 1979 1.43 (0.76, 2.68)
Mancia et al. 2004 1.13(0.78, 1.64)

Overall (-squared = 0.0%, p = 0.533) 1<> 1.30 (0.98, 1.71)

1 1 |
5 1 1.5 2
Favours free combination Favours FDC

...In conclusion, compared with free-drug
combinations, FDCs of antihypertensive
agents are associated with a significant
improvement in compliance and with
nonsignificant beneficial trends in BP and

adverse effects.
Gupta AK,et al. Hypertension. 2010;55:399-407



Initial treatment with a single pill containing quadruple >W R ®
combination of quarter doses of blood pressure medicines
versus standard dose monotherapy in patients with

hypertension (QUARTET): a phase 3, randomised, double-

blind, active-controlled trial

Clara K Chow, Emily R Atkins, Graham S Hillis, Mark R Nelson, Christopher M Reid, Markus P Schlaich, Peter Hay, Kris Rogers, Laurent Billot,
Michael Burke, John Chalmers, Bruce Neal, Anushka Patel, Tim Usherwood, Ruth Webster, Anthony Rodgers, on behalf of the QUARTET

Investigators

Summary
Background Treatment inertia is a recognised barrier to blood pressure control, and simpler, more effective Lancet 2021;398:1043-52
treatment strategies are needed. We hypothesised that a hypertension management strategy starting with a single published Online

pill containing ultra-low-dose quadruple combination therapy would be more effective than a strategy of starting Avgust 29,2021
https://doi.org/10.1016/

with monotherapy. 50140-6736(21)01922-X

Chow CK et al. Lancet 2021; 398: 1043-52



Initial treatment with a single pill containing quadruple
combination of quarter doses of blood pressure medicines
versus standard dose monotherapy in patients with
hypertension (QUARTET): a phase 3, randomised, double-
blind, active-controlled trial

ClaraK Chow, Emily R Atkins, Graham S Hillis, Mark R Nelson, Christopher M Reid, Markus P Schlaich, Peter Hay, Kris Rogers, Laurent Billot,

Michael Burke, John Chalmers, Bruce Neal, Anushka Patel, Tim Usherwood, Ruth Webster, Anthony Rodgers, on behalf of the QUARTET
Investigators

Bisoprolol Irbesartan
2:5mg 37-5mg

12 weeks (n=591)
2-2%

52 weeks (n=417)

0-4% 2:2% 1-6% 1-1%
16-4%
32:3%
33-0%
83-5%
79-4%
581% 57-3%
I | | | T 1
Intervention Control Intervention Control

Indapamide | Amlodipine
0-625 mg 1.25 mg

Irbesartan
150 mg

Quadpill alone

Irbesartan alone

Quadpill plus two drugs

Irbesartan plus one drug

Chow CK et al. Lancet 2021; 398: 1043-52

One drug alone

One drug alone




QUARTET trial: Mean systolic blood pressure to month 12, by group

150 1

140

130

120 =

Automated systolic blood pressure (mm Hg)

Systolic blood
pressure
difference
mm Hg

6-9

(4-9-8.9)

7d
(5-2-10-3)

Initial quadpill

110

0

Number with data
Initial quadpill 300
Initial monotherapy 291

276
272

267
270

6
Visit (months)

192
188

Chow KC et al

i1,

178
180

. Lancet 2021; 398: 1043-52



2018 ESC/ESH Guidelines for the management
of uncomplicated arterial hypertension

ESH/ESC 2018 Recommendations

Among all antihypertensive drugs, ACE inhibitors, ARBs, beta- A
blockers, CCBs, and diuretics (thiazides and thiazide-like drugs

such as chlorthalidone and indapamide) have demonstrated

effective reduction of BP and CV events in RCTs, and thus are

indicated as the basis of antihypertensive treatment

Idiure, Or rniedie rdie CoOriur ol . mm
Williams B et al - - 104.
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Effect of ACE-Is or ARBs on outcomes in 108,212 high

Composite outcome

0,11 7

0,5 1

All-cause death

0,11 1
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0,9 7

0,7

0,5 T
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Cardiovascular death
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0,11 1

* %
0,9 -
0,7 T
0,51

Myocardial infarction

0,11 -

o kS k
* %
0,9 1
0,7 7
0,5

New heart failure onset

* outcome significantly reduced as compared to placebo

Savarese G et al, JACC 2013

Stroke

New diabetes onset



ACE inhibitors reduce mortality in hypertension: a meta-analysis of
RCT of (RAAS) inhibitors involving 158,998 patients.

Subgroup
(number of trials)

Overall (20)

Versus placebo (7)

Versus active treatment (13)

ACE inhibitor (7)

ARB (13)
>50% of DM/RI (3)
<=50% of DM/RI (17)

RAAS blocker better

All-Cause Mortality Pooled HR (95% Cl)

(Random effects model)

HR (log scale)

P-value for
interaction

0.96 (0.92-1.00)
0.95 (0.88-1.02)
0.435
0.97 (0.93-1.01)
0.92 (0.85-1.04)
)
)

0.99 (0.94-1.04
0.92 (0.82-1.03

0.97 (0.93-1.01)

0.355

Control better
Van Vark LC et al. Eur Heart J 2012; 33:2088-97.



All-cause mortality: effect of ACE inhibitors

ALLHAT (lisinopril)

ANBP-2 (enalapril)

pilot HYVET (lisinopril)

JMIC-B (lisinopril, enalapril)

ASCOT-BPLA

ADVANCE

HYVET

Random effects model

—(perindopril)

Overall

_+
_-__
L
L
—-
<p
0.50 0.75 1 1.33 2.0

ACE inhibitor better

HR (log scale)  Control better

HR (95% ClI) P

1.03 (0.90-1.15)
0.90 (0.75-1.09)

0.99 (0.62-1.58)

1.32 (0.61-2.86)

0.87(0.81-0.93) <0.001

0.90 (0.84-0.97) 0.004

N= 76 615
Van Vark LC et al. Eur Heart J 2012



Relationship between the risk ratio of CVE and HF and the
BP difference between treatment and control 1n patients
treated with thiazide-type and thiazide-like diuretics

A Cardiovascular events B Heart failure
15 | O Thiazide-type, R' 0.59 : | O Thiazide-type, R° 0.40 L
' (] Thiazide-like, R® 0.57 @ (] Thiazide-like, R* 0.39 :
10 o T 2 N Btk iff
Risk reduction TLvs TT , 7. & Risk reduction TL vs TT Z 4

0.8

12% p=0.049

21% p=0.023

0.6 -

Risk ratio

0.4 -

D2~

1 & 1
I I I I I I | | I | I

T I
-30 -20 -10 0 -30 -20 -10 0
MAP difference between randomized groups (mmHg)
Olde Engberinck RHG et al, Hypertension 2015



Metaanalysis comparing hydrochlorothiazide (HCTZ) and
indapamide (INDAP) 1n patients with HTN: effect of BP

Group by

Study name

Dose Level

Dose Equivalent
Dose Equivalent
Dose Equivalent
Dose Equivalent
HCTZ Higher
HCTZ Higher
HCTZ Higher
HCTZ Higher
HCTZ Higher
HCTZ Higher
INDAP Higher
INDAP Higher
INDAP Higher
Overall

Editorial Commentary

Elliott
Malini
Spence

Emeriau
Kreeft

Madkour
Plante a
Plante b

Krum
Radewvski

Statistics for each study

2.000
-3.000
-10.050
-4.744
-3.300
3.000
-6.000
-3.000
-13.000
-4.657
-1.600
-17.000
-8.717
-5.130

Indapamide
Is It The Better Diuretic for Hypertension?

Norman M. Kaplan

Difference Lower
in means

limit
-13.680
-10.785
-19.642
-11.254
-6.542
-11.987
-20.743
-16.960
-22.705
-9.225
-15.146
-31.761
-19.345
-8.657

Upper

limit
17.680
4.785
-0.458
1.767
-0.058
17.987
8.743
10.960
-3.295
-0.089
11.946
-2.239
1.910
-1.602

p-Value

0.803
0.450
0.040
0.153
0.046
0.695
0.425
0.674
0.009
0.046
0.817
0.024
0.108
0.004

Difference in means and 95% CI

>

-24.00 -12.00 0.00 12.00 24.00

INDAP more potent HCTZ more potent

Roush G. et al. Hypertension. 2015 Mar 2



Reciprocal action mechanism of inhibitors of angiotensin
renin system diuretics and calcium channel blockers

Natriuresis
Vasodilation
CA Diuretics Inhibitors of RAS
4 RAS v RAS
4 SNS v SNS

CA: Calcium channel blockers; RAS: Renin angiotensin system; SNS: Sympathetic nervous system

Severe PS et al. European Heart Journal 2011;32, 2499-2506.



Non rational (or homeopatic) combinations of
antihypertensive drugs

Combination of drugs without additive BP lowering effect
- Diuretic + Ca-antagonist

- b-blocker + ACE-inhibitor (or AT1-antagonist)

- ACE-inhibitor + AT1-antagonist

Combination of drugs with negative interaction on BP lowering effect
- v 1-antagonist + clonidine



@ ESC European Heart Journal (2018) 00, 1-98 ESC/ESH GUIDELINES

European Society doi:10.1093/eurheartj/ehy339
of Cardiology

2018 ESC/ESH Guidelines for the management
of arterial hypertension

The Task Force for the management of arterial hypertension of the
European Society of Cardiology (ESC) and the European Society of
Hypertension (ESH)

Gaps in the evidence and need for further studies

Impact of single-pill vs. multidrug treatment strategies on
+* adherence to treatment,

+*¢* BP control, and

+* clinical outcomes.

New conceps

Detecting poor adherence to drug therapy

e A strong emphasis on the importance of evaluating treatment adherence as a major

cause of poor BP control. Williams B et al. Eur Heart J (2018) 39, 3021-3104



Aderenza e persistenza al trattamento con
farmaci antipertensivi

4 °,’,“§2 Totale Nord Centro Sud
WA N=266.457  N=119.719 N=54.262 N=92.476

Bassa aderenza al trattamento con
antipertensivi (%)*t

45-54 anni 16,4 15,1 16,6 17,6
55-64 anni 16,1 15,0 16,0 17,4
65-74 anni 17,7 16,7 17,5 19,2
75-84 anni 20,2 18,8 20,8 22,2
285 anni 25,0 22,8 25,7 28,2
Donne 20,5 19,1 20,8 22,1
Uomini 14,7 13,9 14,7 15,8
Totale 17,7 16,6 18,0 19,1

Alta aderenza al trattamento con
antipertensivi (%)*t

i 45-54 anni 54,8 56,7 55,8 52,3
‘r’ N\ 55-64 anni 55,4 56,5 56,7 53,5
L \‘L‘ 65-74 anni 53,9 54,6 55,9 51,8
os&wﬁm / 75-84 anni 195 50,6 50,0 47,3
o > 85 anni 41,0 2,1 41,2 39,0
PRI Donne 48,7 49,9 49,5 46,7
Uomini 58,0 58,7 59,5 56,2
Totale 53,1 54,1 54,1 51,2

Persistenza (%) 3 mesi 6 mesi 12 mesi

Uomini 71.6 59,1 48,9

Donne 77,8 66,7 57,5



Adherence to Antihypertensive Medications and CV Morbidity
Among Newly Diagnosed Hypertensive Patients

18 806 newly diagnosed
Adherence to AHT (6 months) and CV events hypertensives, newly
(PDC) treated for hypertension
HR (95% C.I.) and initially free of
cardiovascular diseases
Low (<40%) * (8.1%)
Intermediate (40-79%) +_ (40.5%)
High (>80%) — (51.4%)

02 03 040506070809 1 1112131415 1.6

Mazzaglia G, et al. Circulation 2009



Effects of Persistence or Adherence with Antihypertensive Drug Therapy on the Reduction in Hazard

Ratiot of Coronary (n = 6665) and Cerebrovascular (n = 5351) Outcomes in 242.594 Patients
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Adherence to Medication According to Frequency of Doses
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Claxton AJ et al. Clin Ther 2001;23:1296-310.



Total Cardiovascular Risk Assessment

sedentary gender
Organ Damage

Inflammation Smoking

Reduction of
Total CV Disease Risk

>

Hypertension ethnic

age
Dyslipidemia Obesity
Diabetes

genetic \__/ diet
Integrated Guidelines

Cardiovascular Risk Factors for Total CV Risk Reduction
(“Clobal” Risk Approach) (“Integrated” Risk Approach)

N

Traditional Goals for Therapy

Stroke Risk Reduction

Multiple Independent

Risk Factors Dyslipidemia Hypertension
“Silo" Risk A h - 2
{5 Bisk A ppmach) @ @ MI Risk Reduction
Disfatas CHF Risk Reduction

Renal Failure Risk Reduction

Modified from Volpe M, et al. ) Hum Hypetens 2008 Feb;22(2):154-7



Distribution of drug consumers among subjects aged >65 years by
number of different drugs
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L'uso del farmaci in Italia - OSMED 2017



Cumulative incidence for non-fatal

myocardial infarction
and fatal coronary heart disease (%)

oo oa

Synergy between atorvastatin, amlodipine and perindopril for
cardiovascular 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
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“The more likely basis for the proposed synergy is supported by the observation
that significant benefits of atorvastatin were seen in the
amlodipine/perindopril-based treatment limb within 3 months of assignment to

treatment”

Sever et al. Eur Heart J. 2006;27:2982-2988.
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ORIGINAL ARTICLE

Polypill with or without Aspirin in Persons

without Cardiovascular Disease

S. Yusuf, P. Joseph, A. Dans, P. Gao, K. Teo, D. Xavier, P. Lépez-Jaramillo,
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and P. Pais, for the International Polycap Study 3 Investigators®
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A First Event of the Primary Outcome
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B First and Recurrent Events of the Primary Outcome
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A First Event of the Primary Outcome
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Fixed-dose combination therapies with and without aspirin
for primary prevention of cardiovascular disease:
an individual participant data meta-analysis

Philip Joseph, Gholamreza Roshandel, Peggy Gao, Prem Pais, Eva Lonn, Denis Xavier, Alvaro Avezum, Jun Zhu, Lisheng Liu, Karen Sliwa,

Habib Gamra, Shrikant | Bangdiwala, Koon Teo, Rafael Diaz, Antonio Dans, Patricio Lopez-Jaramillo, Dorairaj Prabhakaran, Jose Maria Castellano,
Valentin Fuster, Anthony Rodgers, Mark D Huffman, Jackie Bosch, Gilles R Dagenais, Reza Malekzadeh, Salim Yusuf, on behalf of the Polypill
Trialists’ Collaboration
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The primary composite endpoint
cardiovascular death, MI, stroke, or urgent
revascularization.

The key secondary endpoint
cardiovascular death, MI, or stroke.




Polypill Strategy in Secondary Cardiovascular Prevention
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J.M. Vazquez Rodriguez, A. Domingo-Fernandez, |. Lozano, M.C. Roncaglioni, M. Baviera, A. Foresta,
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Table 2. Treatment Adherence at 6 Months and 24 Months.*
Risk Ratio
Treatment Adherence Polypill Group Usual-Care Group (95% CI)
No. of No. of
Patients Low Medium High Patients Low Medium High
number of patients (percent) number of patients (percent)
At 6 mo 1077 59 (5.5) 258 (24.0) 760 (70.6) 1057 100 (9.5) 294 (27.8) 663 (62.7) 1.13 (1.06-1.20)
At 24 mo 881 37 (4.2) 191 (21.7) 653 (74.1) 851 59 (6.9) 254 (29.8) 538 (63.2) 1.17 (1.10-1.25)

* Treatment adherence was measured with the use of the eight-item Morisky Medication Adherence Scale, which ranges from 0 to 8, as follows: low adherence, <6; medium adherence, 6
to <8; and high adherence, 8.

T The risk ratio was calculated as the probability of high treatment adherence as compared with low or medium adherence in the polypill group as compared with the usual-care group.
The 95% confidence intervals were not adjusted for multiple testing and should not be used to infer definitive treatment effects.



The polypill in cardiovascular prevention: evidence,
limitations and perspective — position paper of the
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Clinical situations in which use of the polypill for
secondary prevention of cardiovascular disease may

be considered

Patients not adherent to one or more components of drug therapy
recommended for secondary cardiovascular prevention

Patients with blood pressure or low-density lipoprotein cholesterol not at the
recommended target with free drug administration who have a

suspected low adherence to treatment

Patients with adequate control of BP and lipid profile with free
antihypertensive and lipid lowering drug administration

(substitution strategy)

The use of the polypill and combination therapy
to increase adherence to drug therapy may be

considered.

b

2017 ESC Guidelines for the management of
acute myocardial infarction in patients
presenting with ST-segment elevation

@ E SC European Heart Journal (2018) 39, 119-177
Europe:

uropean Society doi:10.1093/eurheartj/ehx393
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Combination therapy in the management of
hypertension and dyslipidemia

2 Synergy

2 Simplification




