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INTRODUCTION

Inadequate adherence to prescribed therapies is a major barrier

in secondary prevention of cardiovascular disease (CVD) and in

fulfilling the recommendations related to health care quality

indicators.1 Several factors may contribute to this suboptimal

adherence: the chronic and sometimes oligosymptomatic nature

of CVD, copayment for medications, complex therapeutic regi-

mens, and a lack of related educational programs for professionals

and patients.2

The consequence of poor adherence to therapy3 would most

likely be an increase in major cardiovascular (CV) complications,

which could lead to higher mortality, poorer quality of life in

surviving patients, a greater health care burden, and cost increases

resulting from complications and hospitalizations.

Several measures have been found to improve therapy

adherence, such as copayment reductions, automatic reminders,

mail order pharmacies, assessment by a health professional, and

fixed-dose combination therapy.4 Simplification of therapeutic

regimens by fixed-dose combinations is a complementary strategy

to improve treatment adherence in several types of diseases, and is

favorably received by patients.5 In addition, fixed-dose combina-

tion therapy enables reductions in production and distribution

costs, making it a less expensive option.2

The polypill for secondary CVD prevention is the first fixed-dose

combination approved in Europe as simplification therapy for

adult patients who are well-controlled when the individual

components of the pill are administered separately at equivalent

therapeutic doses.6 The polypill is presented in the form of

capsules containing 3 active pharmaceutical components: 100 mg

of aspirin, 20 mg of atorvastatin, and 2.5, 5, or 10 mg of ramipril. A

presentation form containing 40 mg of atorvastatin is currently

under development. In Spain, the cost of the polypill is equivalent

to the sum of the cost of the 3 generic components.

In medicine, consensus documents and clinical practice guide-

lines are important for guiding strategies of prevention, diagnosis,

and treatment of different diseases. In this line, the Spanish Society

of Cardiology (Sociedad Española de Cardiologı́a [SEC]), Spanish

Society of Internal Medicine (Sociedad Española de Medicina Interna

[SEMI]), Spanish Society of Family and Community Medicine

(Sociedad Española de Medicina Familiar y Comunitaria [semFYC]),

Spanish Society of General and Family Practitioners (Sociedad

Española de Médicos Generales y de Familia [SEMG]), and Spanish

Society of Primary Care Physicians (Sociedad Española de Médicos de

Atención Primaria [SEMERGEN]) have collaborated on the drafting

of a consensus document based on analysis of the available

published evidence and expert clinical opinion. The aim of this

document is to define the impact of polypill use on treatment

adherence in patients receiving secondary CV prevention.

This publication presents the main recommendations taken

from the consensus document7 together with the final percentage

of agreement obtained in the last vote (A) and categorization of the

recommendations by level of evidence (LE) and grade of

recommendation (GR), according to a modified version of the

Scottish Intercollegiate Guidelines Network (SIGN) system.8

METHODS

The consensus document was developed using a process based

on the RAND/UCLA method. A scientific committee of 5 experts

was formed and a team including 10 experts was in charge of

drafting the recommendations; these professionals agreed on the

subject index of the document. A systematic literature search was

then conducted according to a previously established protocol

focused on updating a comprehensive systematic review on the

polypill for secondary CVD prevention performed in 2014. The

literature search was carried out in MEDLINE (PubMed), with

priority given to clinical practice guidelines, systematic reviews,
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and consensus documents. In total, 221 documents were retrieved

in the first search, resulting in 188 publications after elimination of

duplicates. According to the title and abstract, 48 publications

were finally selected for the review. The team drafting the

recommendations formulated their proposals based on the

statements found in the systematic review and their clinical

experience. Then, using a modified Delphi process, the state-

ments and proposals made by the team underwent a round of

validation by the entire panel of experts. All recommendations

with at least 85% of votes in favor were accepted. Because of the

high level of consensus in the first round, there was no need for a

second validation round. After the Delphi round, uncertain

statements and recommendations (< 85% agreement) were

discussed in a consensus meeting attended by all the expert

participants.

KEY RECOMMENDATIONS

Expected Benefits in Candidate Patients for the Polypill

Several clinical trials have shown that treatment with aspirin,

ramipril, and statins reduces CV complication rates, particularly in

patients receiving secondary prophylaxis for ischemic heart

disease. Furthermore, the reductions in these events are estimated

to be greater with combined administration of the 3 drugs than

with administration of each drug separately.9 Nonetheless, the

clinical and prognostic impact of administering these drugs in a

single capsule has received little attention in the literature.

Although the effects of this therapy on decreasing CV complica-

tions has not been well documented, some studies have shown

benefits in lowering blood pressure and even in reducing overall

mortality10,11 (LE 1++).

There are no studies investigating the associated cost or cost-

effectiveness of the polypill in Spain, but 1 recent study has

reported a model-based cost-effectiveness analysis in the United

Kingdom. The model estimated that for each 10% increase in

adherence, CV complications would decrease by 6.7%, assuming

that adherence to the polypill regimen would be 20% higher than

adherence to the regimen of each component separately. The study

concluded that the polypill was cost-effective compared with

multiple monotherapy in 81.5% of the models at a willingness-to-

pay threshold of £20 000 per quality-adjusted life year.12

In summary, therapy simplification results in better adherence

and better control of CV risk factors, both in primary and secondary

prevention13 (LE 1+), and could have a significant impact on the

rate of CV-related complications14 (A 100%, LE/GR 4/D).

With regard to patients who properly adhere to their multiple

monotherapy regimen, simplification with a fixed-dose combina-

tion could favor long-term adherence, especially in those receiving

numerous medications and those who have difficulty understand-

ing their disease and its treatment.

Clinical Situations in Secondary Cardiovascular Prevention

in Candidate Patients for Polypill Administration

In the setting of secondary CVD prevention and considering that

therapy with the 3 drugs comprising the polypill is indicated in

patients with a coronary or ischemic cerebrovascular complication

and those with symptomatic peripheral arterial disease, the

criteria that could determine a preferable indication for fixed-

dose combination therapy are shown in Table 1. In addition,

initiation of therapy with the polypill could be evaluated during

hospitalization if clinicians anticipate that a patient may have

difficulties with adherence or access to treatment.

The fixed-dose combination would not be indicated when this

strategy is not expected to accomplish the therapeutic objectives

stated in the clinical practice guidelines or at least an acceptable

approximation to these objectives. Nor would it be indicated in

patients who experience adverse effects related to any of the

3 components of the polypill (A 83%).

The main factors that would prompt a switch from multiple

monotherapy to the polypill are patient nonadherence, difficult

access to the treatments, use of several other drugs, and possible

economic advantages. In all patients, it is essential to ensure that

the therapeutic goals for low-density lipoprotein cholesterol and

blood pressure are reached. If this is not the case, the attending

physician could consider adding extra doses of other drugs to

attain these goals. In this situation it may be necessary to return to

individual dosing of the components to verify that the reason goals

were not attained was not a lack of adherence to the polypill,

because if that were the case, the problem might be exacerbated by

increasing the number of drugs received.

The recommendations for administration of the polypill in

patients receiving individual monotherapies that include an

angiotensin II receptor blocker or a statin other than atorvastatin

are shown in Table 2. An individualized therapy approach should

always be considered before a change in therapy, taking into

account the low-density lipoprotein goals according to individual

CV risk17 (A 100%, LE/GR 4/D).

Other Clinical Situations in Which Polypill Use May Be

Beneficial

The presence of subclinical CVD places patients at high or very

high CV risk; hence, most will be candidates for a pharmacological

intervention to control the risk and provide protection from

organic disease. Despite their high CV risk, the asymptomatic

nature of the patients’ condition and lack of a previous CV event

may lead to poor adherence to the therapy prescribed. Therefore,

many could benefit from a therapeutic strategy that would

facilitate adherence, such as a fixed-dose combination therapy,

whose composition includes the drug groups with proven benefit

in subclinical CVD. The recommendations for polypill use in

patients with subclinical CVD are summarized in Table 3.

As to patients in primary prevention for high or very high CV

risk but without subclinical CVD, there is some evidence on the

efficacy and safety of fixed-dose therapy in this population.18

Nonetheless, the lack of robust evidence supporting the use of ASA

in primary CV prevention is an obstacle to reaching a consensus on

whether the polypill should be recommended in these patients.

Limitations, Precautions, and Contraindications of the Polypill

In the framework of any chronic treatment, it is important to

know the potential drawbacks and risks associated with adminis-

tration of fixed doses of various drugs. In the case of the polypill,

the main problem would be failure to reach the required or optimal

goals for controlling CV risk.

Table 1

Criteria that Could Lead to a Preferential Indication for the Polypill in

Secondary Prevention of Cardiovascular Disease

� Patients with a history of poor adherence to drug therapy or who have risk

factors predicting poor adherence

� Patients who are not well controlled with equivalent doses and have

problems of adherence

� Patients who are well controlled with the individual drugs

� Patients with comorbidities and receiving several drugs
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Comparative data are lacking on the rates of adverse effects

associated with the polypill vs separate administration of the

3 drugs. However, in studies performed with other fixed-dose

treatments, the use of these presentations has been associated

with a slight rise in the rate of mild adverse effects compared with

individual administration of the components, which has been

attributed to better adherence11 (LE 1++). Therefore, the precau-

tions when using the polypill for CV prevention are derived from

those associated with aspirin, ramipril, and atorvastatin; an

increase in the risk of adverse effects due to drug interactions is

not expected.

The most common reason for unintentional lack of treatment

adherence is forgetting to take the medication, and the approved

dosing regimen of the polypill is the same as for the 3 components

taken separately. A single polypill capsule should be taken daily,

preferably following a meal to minimize possible gastrointestinal

adverse effects from aspirin therapy. When patients forget to take

the polypill, they should take their normal dose at the scheduled

time the next day.

Even though a patient may be following an appropriate drug

regimen for CV risk prevention, the persistent residual risk may be

similar to or greater than the risk eliminated by prevention. Hence,

the drug therapy used (in this case the polypill) should be

associated with lifestyle habits and behavior that contribute to

lowering this residual risk.19 Patients treated pharmacologically

for primary or secondary CV prevention with or without the

polypill should have heart-healthy lifestyle habits that include

stopping smoking, an appropriate diet, physical activity, avoiding

obesity, and controlling the classic CV risk factors (eg, diabetes

mellitus, hypertension, dyslipidemia). Lastly, patients in treatment

with the polypill should understand that simplification of the

treatment does not make it any less important.
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