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Treatment adherence Objective: Provide consensus recommendations for the optimal management of fixed-dose com-
and compliance; bination therapies (FCT) in patients with cardiovascular risk factors (CVRF) in primary care
Delphi technique; (PC).

Cardiometabolic risk Material and methods: A modified Delphi technique was used. A scientific committee wrote 80
factors; statements addressing controversial issues regarding adherence and the use of FCT in patients
Hypertension; with CVRF. A panel of 52 PC specialists, experts in CVRF management and adherence evaluated
Hyperlipidemia; the questionnaire in two rounds. The work was promoted by the Network of Experts in Adherence
Type 2 diabetes in Primary Care (REAAP).

mellitus

* Representing the Grupo de Trabajo Gestién del Medicamento, Inercia clinica y Seguridad del paciente [Medication Management, Clinical
Inertia, Patient Safety Working Group] of SEMERGEN.
* Corresponding author.
E-mail address: falonsom@sescam.jccm.es (F.J. Alonso Moreno).

https://doi.org/10.1016/j.semerg.2024.102337
1138-3593/© 2024 Sociedad Espaiola de Médicos de Atencion Primaria (SEMERGEN). Published by Elsevier Espana, S.L.U. All rights are
reserved, including those for text and data mining, Al training, and similar technologies.


https://doi.org/10.1016/j.semerg.2024.102337
http://www.elsevier.es/semergen
http://crossmark.crossref.org/dialog/?doi=10.1016/j.semerg.2024.102337&domain=pdf
mailto:falonsom@sescam.jccm.es
https://doi.org/10.1016/j.semerg.2024.102337

F.J. Alonso Moreno, J. Espinosa Garcia, F. Lopez Simarro et al.

PALABRAS CLAVE
Adherencia al
tratamiento;
Técnica Delphi;
Factores de riesgo
cardiovascular;
Hipertension;
Hiperlipidemia;
Diabetes mellitus
tipo 2

Introduction

Results: Agreement was reached on 66 of the 80 issues (82.5%). The panellists considered that
the adherence of patients with CVRF treated in PC was inadequate, which could have clinical
implications. The use of FCT might increase adherence compared to separate treatments. FCT
usage promotion in PC was considered necessary, especially in polymedicated patients. Measures
such as establishing specific protocols or improving the training of professionals in the FTC use
are necessary. The FTC use was recommended as a reduction in long-term cardiovascular events
in hypertension was observed, together with changes of the concept of high-intensity statins to
high-intensity lipid-lowering therapy in dyslipidemia, or considering the use of FCT if the option
was available in type 2 diabetes mellitus.

Conclusions: The expert consensus recommendations from this work may facilitate the use of
FCT in patients with CVRF in PC.

© 2024 Sociedad Espanola de Médicos de Atencion Primaria (SEMERGEN). Published by Elsevier
Espana, S.L.U. All rights are reserved, including those for text and data mining, Al training, and
similar technologies.

Optimizacién de la adherencia con terapia combinada a dosis fijas en el tratamiento
de factores de riesgo cardiovascular en atencién primaria

Resumen

Objetivo: Dar recomendaciones consensuadas sobre el manejo 6ptimo de las terapias combi-
nadas a dosis fijas (TCDF) en los pacientes con factores de riesgo cardiovascular (FRCV) en
atencion primaria (AP).

Material y métodos: Se utilizd una técnica Delphi modificada. Un comité cientifico redacté 80
aseveraciones que abordaban cuestiones controvertidas sobre adherencia y uso de TCDF en
los pacientes con FRCV. Un panel de 52 especialistas en AP expertos en el manejo de FRCV
y adherencia evaluo el cuestionario en dos rondas. El trabajo fue promovido por la Red de
Expertos en Adherencia de Atencion Primaria (REAAP).

Resultados: Se llegd a un acuerdo en 66 de las 80 cuestiones (82,5%). Los panelistas consid-
eraron que la adherencia de los pacientes con FRCV atendidos en AP es inadecuada, lo que
tiene implicaciones clinicas. El uso de TCDF podria aumentar la adherencia en comparacion
con los tratamientos por separado. Se considero necesario fomentar el uso de TCDF en AP,
especialmente en pacientes polimedicados. Son necesarias medidas como el establecimiento
de protocolos especificos o0 mejorar la formacion de los profesionales en su uso. Se recomendo
el uso de TCDF que hayan demostrado reduccion de eventos CV a largo plazo en la hipertension
arterial (HTA), cambiar el concepto de estatinas de alta intensidad por el de terapia hipolipemi-
ante de alta intensidad en las dislipemias, o considerar el uso de TCDF si estuviera disponible
la combinacion requerida en la diabetes mellitus (DM2).

Conclusiones: Las recomendaciones consensuadas de expertos de este trabajo pueden facilitar
el uso de TCDF en los pacientes con FRCV en AP.

© 2024 Sociedad Espafola de Médicos de Atencion Primaria (SEMERGEN). Publicado por Else-
vier Espafa, S.L.U. Se reservan todos los derechos, incluidos los de mineria de texto y datos,
entrenamiento de IA y tecnologias similares.

We currently have safe and efficacious treatments to con-
trol CVRF. Despite this, medication adherence is around 50%

Cardiovascular diseases (CVD) are the main cause of mor-
tality in Spain. They were responsible for 121,342 deaths in
2022, 26.1% of total deaths in Spain overall, and 29.5% of
the total number in people above 80 years old." CVD are
largely associated with modifiable risk factors, such as arte-
rial hypertension (HTN), dyslipidaemia and type 2 diabetes
mellitus (DM2).? These CVRF are among the so-called major
and independent risk factors, they are closely related to CVD
and are very frequent in the general population.?

for the primary prevention of atherosclerotic CVD and 66%
for secondary prevention.® The lack of adherence to the
treatment regimen involves multiple consequences, both
clinical and economic, derived from the increasing mor-
tality or morbidity observed in non-compliant patients,
particularly those with high CVR or metabolic syndrome.?
Among the strategies that are used to increase the adher-
ence of patients with chronic diseases, the simplification
of treatment is particularly noteworthy, including the use
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of fixed-dose combination therapies (FCT) in a single pill.*
The evidence suggests that patients treated with FCT may
have better adherence and greater satisfaction compared
to those treated with treatments separately, in the mana-
gement of HTN,> dyslipidaemia® or DM2.7-% Although the
clinical practice guidelines recommend the use of FCT,>°"
there are numerous uncertainties regarding the optimisa-
tion of their management. For example, there are no clear
recommendations as to what the optimal combination ther-
apy is for each patient profile, what the best time is to
introduce it into the evolution of the disease, in what popu-
lation it might be inadvisable or how to perform treatment
escalation.

It is important to know the opinion of family and commu-
nity specialists who are experts in the management of CVRF
and in adherence. This consensus may be used to come up
with recommendations that may be useful to all PC doc-
tors when prescribing FCT and translate into better control
of patients’ CVRF and therefore reduce morbidity and mor-
tality. Consequently, a project falling within the work lines
of the Red de Expertos en Adherencia de Atencion Primaria
(REAAP), a group of experts in adherence and CVRF who
address the issue of adherence in the management of car-
diovascular risk patients in PC with a practical approach was
produced.'?

The objective of this project was to reach a consensus
and issue recommendations on questions that are controver-
sial or have not been fully clarified in the literature regarding
the optimal management of FCT in patients with CVRF in PC.

Methods

An expert agreement was reached using a modified Delphi
method following the RAND/UCLA recommendations.' '
The first step, at the proposal of the REAAP, was to assem-
ble a scientific committee of experts in adherence and the
management of CVRF involving ten members of the SEMER-
GEN GIS Group (Medication Management, Clinical Inertia and
Patient Safety Working Group).

Following a bibliographic search and a qualitative review
of the literature, and also based on the scientific com-
mittee’s clinical experience, 80 items or statements were
drafted that reflect controversial or not fully-clarified situa-
tions in the literature regarding FCT HTN, dyslipidaemia and
DM2 in PC. Subsequently, a panel of experts in the manage-
ment of CVRF and adherence was selected. The panellists
were experts in family medicine and belonged to working
groups of the Sociedad Espafiola de Médicos de Atencion
Primaria (SEMERGEN) related to the management of CVRF.
Their mission was to evaluate the items drafted by the
scientific committee. The panellists did not receive any
remuneration for their participation in the consensus.

The questionnaire was sent to the panellists to
be answered online in two rounds. The items were
scored on an ordinal 9-point scale (1=totally disagree;
9 =totally agree). Their answers were grouped into three
regions (1-3=disagree; 4-6=neither agree nor disagree;
7-9 =agree). The panellists had the opportunity to voice
their opinion about the statements in the first round.
Between rounds, the panellists were informed of the
detailed distribution of the answers from the first analysis.

The panellists who did not respond to the first round were
excluded from the next analysis.

For an item to be regarded as having a consensus agree-
ment, the median of the answers had to be included in the
7-9 region. Consensus disagreement was defined as when
the median was included in the 1-3 region. Similarly, for
an item to be regarded as having consensus, the number of
panellists voting outside the 1-3 or 7-9 region had to be
<1/3 of the total and the interquartile range had to be <4.
The items on which no consensus was reached in the first
round were reassessed in the second round. The results of
the consensus were used to draft recommendations on the
management of CVRF with FCT (Tables 1-4).

Results

Fifty-two (52) panellists participated, and a consensus
was reached in 66 of the 80 issues addressed (82.5%),
64 in the first round and two in the second round.
The recommendations are summarised in Tables 1-4.
Tables S1-5S4 (supplementary material) detail the result of
the voting per item.

Block I. Generalities about adherence

The panellists considered that the treatment adherence of
patients with CVRF seen in PC is inadequate (item 1) and
that it this factor is not taken sufficiently into account in
the event of poor CVRF control (item 3). This has relevant
clinical implications, because it is associated with a greater
morbidity and mortality (item 2).

Moreover, they considered that the use of FCT (in a sin-
gle pill) may increase treatment adherence in patients with
CVRF in PC compared to the treatments given separately
(item 10) and that the use of FCT should be encouraged
in PC, particularly in multi-medicated patients in order to
improve treatment adherence (item 12). Therapeutic iner-
tia reduces the use of FCT in PC (item 11). A consensus was
reached on a set of general and specific recommendations
and strategies to be implemented in the PC office and which
are summarised in Table 1.

No consensus was reached in two questions in this block.
The first one (item 4) stated that there is scant availability
of fixed-dose drugs for the control of patients with CVRF
in PC, and the second (item 5) addressed the existence of
the penalisation of healthcare systems for the use of fixed-
dose drugs and its negative impact on the improvement of
treatment adherence.

Block Il. Adherence and hypertension

Regarding the management of HTN, the recommendation
was to consider beginning with FCT in most patients in order
to achieve control within a maximum term of 3 months (item
35), using FCT that have been proven to reduce long-term
cardiovascular events (item 36) and facilitate treatment
escalation and make it possible to increase the dose of the
drugs included in the combination without switching med-
ication (item 37). Moreover, they recommended that FCT
always be used initially in patients with HTN and high car-
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Table 1

General and specific recommendations in the office to improve adherence to combination therapy.

General recommendations

o Give healthcare professionals enough time to be able to do their job properly.
o Create or increase awareness among professionals about treatment adherence in order to achieve the control

objectives.

o The use of fixed-dose combination therapies (in a single pill) may increase treatment adherence in patients
with CVRF in PC compared to the treatments given separately. The use of fixed-dose combination therapies in PC
must be encouraged, particularly in multi-medicated patients, to improve treatment adherence.

o Specific care protocols need to be established for the management of CVRF with fixed-dose combination

therapies in PC.

e Training for PC doctors in the use of fixed-dose therapies needs to be improved.
o All interventions that consist of providing information about the disease verbally or in writing, through
audiovisual media, by telephone, email, in person or in groups or by means of home visits, may help to improve

treatment adherence.

o Telephone appointments and other technologies linked to telemedicine can help to improve therapeutic
adherence. However, these tools must be just one of the other complements on PC personnel’s agendas and

should never completely replace the face-to-face appointment.

o The role of the nursing staff in the adherence of patients with CVRF in PC should be encouraged.
o Adherence-focused patient education programmes must be implemented.
e "“Active patient-’’ or ‘‘Expert patient’’-type programmes must be implemented to promote adherence in PC

through workshops given by people with chronic conditions.

e Community chemists’ must be involved in the care and follow-up of chronic and multiple-pathology patients.
o Dissemination campaigns should be implemented in the media addressing the importance of treatment

adherence and the value of medication.

e It is advisable to create and disseminate materials with supporting messages on adherence in the form of
leaflets made available in waiting rooms, in doctors’ and nurses’ offices and in pharmacy offices.

e The different autonomous (regional) healthcare services must have a specific programme targeting the
improvement of treatment adherence, explaining the different activities to be performed in each healthcare tier.
e The administrations must develop training programmes in therapeutic adherence for all PC healthcare
professionals, ensuring that patients always receive the same message.

Specific recommendations in the office in primary care

o Investigate treatment adherence in any poorly-controlled patient.
o Adapt the treatment to the patient’s characteristics (age, multiple medications, lifestyle, primary prevention,

secondary prevention, etc.) to optimise adherence.

o Establish scheduled appointments lasting at least 10 minutes in patients with CVRF at which the patient can

voice all their questions, fears, beliefs or objections.
e Provide medical instructions in writing.

e Reach an agreement with the patient about the therapeutic regimen.
o Simplify drug regimens, either by changing the dosage regimen or the formulation or by prescribing fixed-dose

combination drugs.
o Facilitate continuity of care.
e Use validated adherence control tools systematically.

o Use the new technologies to issue reminders or warnings about taking medication.

o Hold a motivational interview/behavioural intervention.

e Recommend the use of pillboxes or PDDS that are prepared in chemists.

PC: primary care; CVRF: cardiovascular risk factors; PDDS: personalised drug delivery systems.

diovascular risk (item 38). With an eventual triple therapy
in mind, the use of FCT with two drugs that are included
in triple-drug combinations was recommended to facilitate
escalation to triple therapies if necessary (item 42). More-
over, the use of triple-drug FCT should always be considered
if the objectives with the FCT are not reached with two
drugs.

A consensus was reached on other general recommen-
dations for the management of HTN with combination
therapies and specific recommendations depending on the
patient’s comorbidities (Table 2). The lack of a consensus
on the use of calcium channel blockers in patients with

other comorbidities (items 45, 47, 50) or in patients with
HTN and ischaemic heart disease (item 55) or HTN and atrial
fibrillation (item 59) should be noted.

Block lll. Adherence and dyslipidaemias

With regard to dyslipidaemias, the panellists recommended
changing the concept of the use of high-intensity statins to
the use of high-intensity lipid-lowering therapy (item 60).
For hypercholesterolemia, the use of FCT was recommended
in patients with high/very high cardiovascular risk (item 62).
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Table 2 Recommendations for improving adherence to combined therapy in patients with hypertension.

General recommendations

e The choice of the first drug or drugs to be used will be personalised and will be based on the profile of special
indications, precautions for use and contraindications of the different antihypertensive drug groups.

o In the treatment of patients with HTN in PC, it is advisable to:
o Consider the use of initial fixed-dose combination therapies in most patients to achieve control within a
maximum term of 3 months.
o Use fixed-dose combination therapies that have been proven to reduce long-term cardiovascular events.
o Use fixed-dose combination therapies that facilitate treatment escalation and make it possible to increase the
dose of the drugs included in the combination without switching medication.
o Always use initial fixed-dose combination therapies in patients with HTN and high cardiovascular risk.
o Consider monotherapy for patients with low-risk stage 1 HTN and with baseline BP levels close to the target.
o Consider monotherapy for frail or elderly patients.
o Use fixed-dose combination therapies that do not affect other CVRF.
o Use fixed-dose combination therapies with two drugs that are included in triple-drug combinations to
facilitate escalation if necessary.
o Always consider the use of triple-drug fixed-dose combination therapies if the objectives are not reached with
the two-drug fixed-dose combination therapy.

Recommendations according to comorbidities
o In hypertensive patients without other comorbidities who initiate a fixed-dose combination therapy, generally
speaking the most recommendable combination is:
o ACE inhibitor + diuretic.
o ARB +diuretic.
o Any combination of ACE inhibitor + ARB + calcium channel blocker or diuretic.
o In HTN patients in PC, as a rule the first-line diuretics of choice are the thiazides or thiazide-type diuretics such
as chlorthalidone or indapamide.
o In patients with HTN associated with ischaemic heart disease, the initial treatment of choice is:
o Fixed-dose dual combination therapy with ACE inhibitors or ARB +calcium channel blocker or diuretic.
o Combination therapy with ACE inhibitor or ARB + beta blocker.
o In patients with HTN associated with chronic kidney disease, the initial treatment of choice is fixed-dose dual
combination therapy with ACE inhibitor or ARB + calcium channel blocker or diuretic.
o In patients with HTN associated with heart failure, the initial treatment of choice is fixed-dose triple
combination therapy with ACE inhibitor or ARB +diuretic (or loop diuretic) + beta blocker.
« In patients with HTN associated with heart failure, the initial treatment of choice is fixed-dose triple
combination therapy with ACE inhibitor or ARB +diuretic (or loop diuretic) + beta blocker or quadruple therapy
with sacubitril/valsartan + anti-aldosterone agents + beta blocker + SGLT2i.

PC: primary care; ARB: angiotensin Il receptor blocker; CVRF: cardiovascular risk factors; IQR: interquartile range; ACE inhibitor:
angiotensin-converting enzyme inhibitor; HTN: hypertension; SGLT2i: sodium-glucose cotransporter-2 inhibitors.

Table 3 Recommendations for improving adherence to combined therapy in patients with dyslipidaemia.

e The concept of the use of high-intensity statins should be changed to the use of high-intensity lipid-lowering
therapy.

o In patients with hypocholesterolaemia, the use of initial fixed-dose combination therapy is preferable in
patients with a high/very high cardiovascular risk.

o In primary prevention, when a high reduction in LDL (50%-59%) is required, generally speaking it is preferable to
prescribe a fixed-dose combination of a moderate-intensity statin + ezetimibe rather than a high-intensity statin.
e In secondary prevention, when a high reduction in LDL (50%-59%) is required, generally speaking it is
preferable to prescribe a fixed-dose combination of a moderate-intensity statin + ezetimibe rather than a
high-intensity statin.

o In the treatment of hypercholesterolaemia in patients with type 2 diabetes mellitus, high-density statins are
always recommended from the outset, combined with ezetimibe if necessary.

o In the treatment of hypocholesterolaemia in patients with type 2 diabetes mellitus, statins are recommended
depending on the patient’s cardiovascular risk and the target LDL.

LDL: low-density lipoproteins.
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Table 4 Recommendations for increasing adherence to combined therapy in patients with diabetes mellitus.

e In the treatment of type 2 diabetes mellitus (DM2) with non-insulin antidiabetic drugs (NIAD), it is advisable to

consider initial combination therapy:

o In people presenting HbA1C levels between 1.5% and 2.0% above the target.

o In young people, regardless of HbA1c.

o In people in whom a staggered approach would delay access to drugs that provide cardiorenal protection

beyond their lipid-lowering effects.

o If the use of combination therapy is considered in the treatment of DM2, the use of fixed-dose combinations is

preferable if the required drug combination is available.

e In patients with a high cardiovascular risk (>3 cardiovascular risk factors) the initial combination therapy of

choice is metformin GLP-1-RA or SGLT2i.

o In patients with established CVD, the initial combination therapy of choice is metformin + GLP-1-RA or SGLT2i.
o In patients with heart failure, the initial combination therapy of choice is metformin + SGLT2i.
e In patients with kidney failure, the initial combination therapy of choice is metformin + SGLT2i.
o In patients with obesity, the initial combination therapy of choice is metformin + GLP-1-RA or SGLT2i.
e In patients with metabolic syndrome, the initial combination therapy of choice must include
metformin + another agent depending on the patient’s clinical characteristics.

GLP-1-RA: glucagon-like peptide-1 receptor agonists; DM2: type 2 diabetes mellitus; SGLT2i: sodium-glucose cotransporter 2 inhibitors.

In both primary prevention (item 64) and secondary preven-
tion (item 66), in general prescribing a fixed dose with a
moderate-intensity statin + ezetimibe was considered to be
preferable to a high-intensity statin when a high reduction
of LDL is required (50%-59%). There was no consensus for
when a moderate reduction of LDL (30%-49%) is required
(items 65 and 67).

In patients with hypercholesterolaemia and type 2 dia-
betes mellitus, the use of high-density statins from the
beginning was recommended, combined with ezetimibe if
necessary (item 68). In these patients, the use of statins
was recommended depending on the patient’s CVR and the
target LDL (item 69).

Block IV. Adherence and diabetes mellitus

In this block, initial combination therapy with non-insulin
anti-diabetic agents (NIAD) was recommended in people
presenting HbA1C levels of between 1.5% and 2% above
the target (item 70), and in people in whom a staggered
approach would delay access to drugs that provide cardiore-
nal protection beyond their lipid-lowering effects (item 72).
Moreover, they considered that if the use of combination
therapy is addressed in the treatment of DM2, FCT is prefer-
able if the required drug combination is available (item 73)
(Table 4). Recommendations were also made for the ini-
tial combination treatment of choice depending on other
DM2 patient comorbidities which are summarised in Table 4.
There was no consensus for using FCT to treat young people
regardless of HbA1c (item 71) or for the treatment of frail
patients with monotherapy (item 74).

Discussion

The REAAP is an initiative that addresses the problem of
adherence in the management of patients with CVRF from a
practical standpoint, thus contributing to the development
of advice to help clinicians to improve patients’ thera-
peutic adherence and, therefore, their clinical evolution.

A recently published first project’? included a qualitative
study with experts in adherence from different Spanish
Autonomous Communities (regions). The following key issues
were identified regarding: (1) the approach to adherence in
clinical practice, (2) barriers to proper adherence, and (3)
interventions to improve adherence. Continuing in the line
undertaken by the REAAP, the current project produced a
consensus between general practitioners who are experts
in adherence and in the management of CVRF which pro-
vides recommendations about the treatment of CVRF with
FCT in PC with a view to improving treatment adherence
and consequently health outcomes.

With regard to the general aspects, the panellists agree
that the treatment adherence of patients with CVRF who are
seen in PC is inadequate and that this factor is not taken suf-
ficiently into account in the event of poor CVRF control. They
opine that this has relevant clinical implications because it is
associated with greater morbidity and mortality. These per-
ceptions concur with studies performed in Spain that suggest
that approximately only one in every two patients aged >65
years adheres to their dyslipidaemia or HTN treatment."
Similarly, and with regard to NIAD adherence, several stud-
ies in our setting suggest that about one in every three
patients does not adhere to their DM2 treatment.’'® The
lack of treatment adherence translates into an increase in
hospitalisation rates, loss of productivity and increased mor-
bidity and mortality, and the impact goes beyond the effect
on individual patient health because it constitutes a huge
burden in economic and societal costs.* !’

The FCT, which combine different active ingredients
with different mechanisms of action in a single pharma-
ceutical dosage form, were developed as a response to
this lack of adherence that characterises chronic diseases.*
The convenience of taking several active ingredients in a
single product facilitates adherence, since it lightens the
patient’s pill burden.* The increase in adherence to fixed-
dose treatments compared to treatments given separately
has been demonstrated in both HTN and in dyslipidaemia or
DM2,'®1 as well as in patients with or without a history of
CVD.?° Moreover, the use of FCT is associated with greater
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safety due to the simplification of the dosage routine, which
reduces the possibility of confusion when the drugs are
taken.*?! All these benefits are greater than the potential
risk of the patient discontinuing therapy and, therefore, all
the medications included in the combination.

Besides patient-related factors, doctors’ therapeutic
inertia, together with other healthcare system-related fac-
tors, such as the associated costs or the lack of treatment
availability, may also contribute to the lack of adherence.?
In this regard, no consensus was reached by the panellists
when they were asked about the availability of fixed-dose
drugs or the existence of a penalisation for prescribing these
treatments, suggesting that it does not constitute a limita-
tion on their prescribing in general. It could also indicate
the varying availability of FCT and the differing policies
regarding their use in the different regions of Spain. For
this reason, the approach to improving the use of FCT may
involve other channels agreed to by the panellists, such as
the improvement of PC specialist training, the establishment
of specific care protocols for the management of CVRF with
FCT in PC, besides an increase in the role of nursing person-
nel or the implementation of patient education programmes
focusing on adherence. Moreover, numerous specific recom-
mendations are made that can be implemented in the office
which include establishing scheduled appointments lasting
at least 10 min in patients with CVRF in the course of which
patients can raise all their questions, fears, beliefs or objec-
tions.

Regarding the use of FCT in patients with HTN, the guide-
lines of the European Society of Cardiology and a further
12 medical societies recommend initiating antihypertensive
treatment with a two-drug combination in the majority of
patients, preferably as a single-pill combination. The excep-
tions are frail elderly patients and patients with low-risk
and stage 1 hypertension (particularly if SBP <150 mmHg).
They recommend that combinations include an angiotensin-
converting enzyme (ACE) inhibitor or an angiotensin Il
receptor blocker (ARB), together with a calcium channel
blocker or a diuretic, although other combinations of the
five main classes (ACE inhibitor, ARB, beta-blocker, calcium
channel blocker, thiazide/thiazide-type diuretic) may be
used. The choice of the best antihypertensive treatment
strategy must take the overall CV risk profile, the primary or
secondary prevention setting, comorbidities and treatment
adherence of each patient into account.? In this regard, the
panellists make some recommendations depending on the
comorbidities and they seem to lean more towards the com-
bined use of an ACE inhibitor or an ARB with a diuretic rather
than a calcium channel blocker in patients without other
comorbidities. Moreover, they recommend anticipating that
the patient may require triple therapy and use FCT therapies
that facilitate treatment escalation and make it possible to
increase the dose of the drugs included in the combination
without switching medication. Therefore, it would be advis-
able to use two-drug FCT included in triple-drug FCT. They
also recommend the use of fixed-dose combination therapies
that have been proven to reduce CV events in the long term,
such as FCT with perindopril, indapamide and amlodipine.*

With regard to dyslipidaemia, the panellists recommend
talking about high-intensity lipid-lowering therapy rather
than high-intensity statins. The available evidence indicates
that the clinical benefit in CV prevention does not depend

so much on the type of lipid-lowering treatment as on the
degree of reduction in LDL attained with this treatment,
which is why they recommend switching from the concept of
high-intensity statins to that of high-intensity lipid-lowering
therapy.?>~?” This is a relevant change of paradigm, because
it includes other treatments, such as ezetimibe, which may
boost the effect of statins combined in fixed doses. In this
same line, the panellists emphasise the use of FCT with
a moderate-intensity statin + ezetimibe compared to high-
intensity statins when a high reduction in LDL (50%-59%) is
required in both primary and secondary prevention.

Finally, a combined treatment is frequently necessary in
the management of DM2.""28 The panellists make some rec-
ommendations about their initial use or in patients with DM2
and other comorbidities. With regard to FCT in DM2, the
panellists consider that the use of fixed-dose combinations
is preferable if the required combination of drugs is avail-
able. There is no recommendation for groups of patients of
extreme ages or situations (young and frail).

Our work has the limitations inherent in the Delphi
method, which means that it is impossible to discuss the
recommendations in depth or that there could have been
some bias in the selection of the panellists. However, the
scientific committee took the panellists’ comments into con-
sideration when drafting the discussion, and the choice of
participants was made prudently and included only physi-
cians with accredited experience in this field.

Conclusions

It is necessary to create or increase awareness among profes-
sionals about treatment adherence in order to achieve the
control objectives in patients with CVRF. The use of FCT may
increase adherence in this setting, although it is necessary
to establish protocols, improve the training of profession-
als and to encourage their use in PC. The consensus-based
recommendations given regarding the use of FCT in HTN,
dyslipidaemia or DM2, may help to increase the use of FCT
in PC and consequently increase the adherence and health
outcomes of patients with CVRF.

Ethical considerations
This article is based on the clinical practice reported by
general practitioners and does not contain any study with

human participants or animals. The questionnaire sent to
the general practitioners did not collect patient data.

Funding

The REAAP project was funded by Servier, which provided
logistical support, including publication service and medical
writing fees.

Conflict of interests

The authors declare that they have no conflicts of interest.



F.J. Alonso Moreno, J. Espinosa Garcia, F. Lopez Simarro et al.

Acknowledgements

We would like to thank the panellists for their collaboration
in the study. The list of the panellists is provided below:

Antonio Abril Rubio (Malaga); Josep Alins Presas
(Barcelona); Ezequiel Arranz Martinez (Madrid); Francisco
Atienza Martin (Sevilla); Custodio Buil Ferrero (Barcelona);
Maria Carnicero Iglesias (Ourense); José Manuel Carvajal
Jaén (Sevilla); Marta Casado Marcos (Burgos); Ana Maria
Cieza Rivera (Ledn); José Manuel Comas Samper (Toledo);
Natalia Diaz Ferreiros (Asturias); Jose Fausto Franco
Pineda (Murcia); Manuel Frias Vargas (Madrid); Paula Gago
Chaguaceda (Salamanca); Alberto Garcia Cabello (Avila);
Lisardo Garcia Matarin (Almeria); Leticia Gomez Sanchez
(Cadiz); Antonio Gonzalez Cabrera (Albacete); Amanda
Gonzalez Gonzalez (Valladolid); Paula Juarez Gonzalvez
(Caceres); Maria Dolores Just Cardona (Valencia); Francisco
Manuel Lidon Munoz (Alicante); Jaime Lopez De la Iglesia
(Ledn); Henry Luis (Barcelona); Juana Maria Machado Gal-
las (Avila); Manuel Luis Mellado Fernandez (Cadiz); Sonia
Miravet Jiménez (Barcelona); Francisco Jesus Morales Esco-
bar (Gran Canaria); Manuel J. Mozota Nihez (Navarra);
Vicente Olmo Quintana (Gran Canaria); Tania Ortiz Puertas
(Granada); Miren Itxaso Orue Rivero (Bizkaia); Viviana Rocio
Oscullo Yépez (Madrid); José Luis Pardo Franco (Alicante);
David Pedrico Farré (Tarragona); Juan Fernando Peiré Morant
(Islas Baleares); Isabel Maria Peral Martinez (Murcia); Maria
Paz Pérez Unanua (Madrid); Jose Carlos Pérez Sanchez
(Malaga); Ana Piera Carbonell (Asturias); Marta Porta Tormo
(Valencia); Daniel Rey Aldana (Pontevedra); Antonio Rivas
Mena (Tenerife); Juan Carlos Romero Vigara (Zaragoza);
Antonio Ruiz Garcia (Madrid); Elisa Pilar Salazar Gonzalez
(Zaragoza); Ana Maria Sanchez Sempere (Madrid); Alberto
Serrano Lopez de las Hazas (Madrid); Miguel Turégano Yedro
(Caceres); Maria Esther Uceda Gomez.

We would like to thank Dr Pablo Rivas for the edito-
rial support he provided in writing this article on behalf of
Content Ed Net.

Appendix A. Supplementary data

Supplementary data associated with this article can be
found in the online version available at https://doi.org/
10.1016/j.semerg.2024.102337.

References

1. INE. Boletin informativo Instituto Nacional de Estadis-
tica. Causas de muerte dos afnos después del comienzo
de la pandemia Actualizado con los datos definitivos de
2022 (19/12/2023). Available from: https://www.ine.
es/ss/Satellite?L=es_ES&c=INECifrasINE_C&cid=
1259954008107&p=1254735116567&pagename=Productos
YServicios%2FINECifrasINE_C%2FPYSDetalleCifrasINE [accessed
04.04.24].

2. Lobos Bejarano JM, Brotons Cuixart C. Factores de riesgo
cardiovascular y atencion primaria: evaluacion e inter-
vencion. Aten Primaria. 2011;43:668-77, http://dx.doi.
org/10.1016/j.aprim.2011.10.002.

3. Visseren FLJ, Mach F, Smulders YM, Carballo D, Koskinas KC,
Back M, et al. 2021 ESC Guidelines on cardiovascular disease

10.

1.

12.

13.

14.

15.

16.

17.

. Wilkins CA,

prevention in clinical practice. Eur Heart J. 2021;42:3227-337,
http://dx.doi.org/10.1093/eurheartj/ehab484.

Hamman H, Hamman JH, Steenekamp
JH. Fixed-dose combination formulations in solid oral
drug therapy: advantages, limitations, and design fea-
tures.  Pharmaceutics. 2024;16:178, http://dx.doi.org/
10.3390/pharmaceutics16020178.

. Izeogu C, Kalinowski J, Schoenthaler A. Strategies to improve

adherence to anti-hypertensive medications: a narrative
review. Curr Hypertens Rep. 2020;22:105, http://dx.doi.
org/10.1007/s11906-020-01115-4.

. Pappa E, Rizos CV, Filippatos TD, Elisaf MS. Emerging

fixed-dose combination treatments for hyperlipidemia. J
Cardiovasc Pharmacol Ther. 2019;24:315-22, http://dx.doi.
org/10.1177/1074248419838506.

. Bohm AK, Schneider U, Aberle J, Stargardt T. Regimen

simplification and medication adherence: fixed-dose
versus loose-dose combination therapy for type 2 dia-
betes. PLoS One. 2021;16:€0250993, http://dx.doi.
org/10.1371/journal.pone.0250993.

. Hutchins V, Zhang B, Fleurence RL, Krishnarajah G, Graham

J. A systematic review of adherence, treatment satis-
faction and costs, in fixed-dose combination regimens in
type 2 diabetes. Curr Med Res Opin. 2011;27:1157-68,
http://dx.doi.org/10.1185/03007995.2011.570745.

. Mancia G, Kreutz R, Brunstrom M, Burnier M, Grassi

G, Januszewicz A, et al. 2023 ESH Guidelines for the
management of arterial hypertension The Task Force for
the management of arterial hypertension of the Euro-
pean Society of Hypertension: endorsed by the Interna-
tional Society of Hypertension (ISH) and the European
Renal Association (ERA). J Hypertens. 2023;41:1874-2071,
http://dx.doi.org/10.1097/HJH.0000000000003480.

Mach F, Baigent C, Catapano AL, Koskinas KC, Casula
M, Badimon L, et al. 2019 ESC/EAS Guidelines for the
management of dyslipidaemias: lipid modification to
reduce cardiovascular risk. Eur Heart J. 2020;41:111-88,
http://dx.doi.org/10.1093/eurheartj/ehz455.

American Diabetes Association Professional Practice Commit-
tee. 9. Pharmacologic approaches to glycemic treatment:
standards of care in diabetes - 2024. Diabetes Care. 2024;47
Suppl. 1:5158-78, http://dx.doi.org/10.2337/dc24-S009.
Espinosa Garcia J, Aliaga Gutiérrez L, Lopez Simarro F, Alonso
Moreno FJ, Ricote Belinchon M, Montero Pena C, et al. Adheren-
cia terapéutica de pacientes con riesgo cardiovascular en
atencion primaria. Proyecto REAAP. Semergen. 2023;49:102016,
http://dx.doi.org/10.1016/j.semerg.2023.102016.

Jones J, Hunter D. Consensus methods for medical and health
services research. BMJ. 1995;311:376-80.

The RAND/UCLA Appropriateness Method User’s
Manual|RAND.  Available  from: http://www.rand.org/
pubs/monograph_reports/MR1269.html [accessed 16.01.13].
Moreno Juste A, Gimeno Miguel A, Poblador Plou B,
Gonzalez Rubio F, Aza Pascual-Salcedo MM, Menditto E,
et al. Adherencia al tratamiento de hipertension arte-
rial, hipercolesterolemia y diabetes en poblacion anciana
de una cohorte espanola. Med Clin (Barc). 2019;153:1-5,
http://dx.doi.org/10.1016/j.medcli.2018.10.023.
Zamanillo-Campos R, Zaforteza Dezcallar M, Boronat Moreiro
MA, Leiva Rus A, Ripoll Amengual J, Konieczna J, et al.
Non-adherence to non-insulin glucose-lowering drugs: preva-
lence, predictors and impact on glycemic control and insulin
initiation. A longitudinal cohort study in a large primary
care database in Spain. Eur J Gen Pract. 2023;29:2268838,
http://dx.doi.org/10.1080/13814788.2023.2268838.

Sanz G, Fuster V. Prevention: polypills for cardiovascular pre-
vention: a step forward? Nat Rev Cardiol. 2013;10:683-4,
http://dx.doi.org/10.1038/nrcardio.2013.157.


https://doi.org/10.1016/j.semerg.2024.102337
https://doi.org/10.1016/j.semerg.2024.102337
https://www.ine.es/ss/Satellite?L=es_ES&c=INECifrasINE_C&cid=1259954008107&p=1254735116567&pagename=ProductosYServicios%2FINECifrasINE_C%2FPYSDetalleCifrasINE
https://www.ine.es/ss/Satellite?L=es_ES&c=INECifrasINE_C&cid=1259954008107&p=1254735116567&pagename=ProductosYServicios%2FINECifrasINE_C%2FPYSDetalleCifrasINE
https://www.ine.es/ss/Satellite?L=es_ES&c=INECifrasINE_C&cid=1259954008107&p=1254735116567&pagename=ProductosYServicios%2FINECifrasINE_C%2FPYSDetalleCifrasINE
https://www.ine.es/ss/Satellite?L=es_ES&c=INECifrasINE_C&cid=1259954008107&p=1254735116567&pagename=ProductosYServicios%2FINECifrasINE_C%2FPYSDetalleCifrasINE
dx.doi.org/10.1016/j.aprim.2011.10.002
dx.doi.org/10.1016/j.aprim.2011.10.002
dx.doi.org/10.1093/eurheartj/ehab484
dx.doi.org/10.3390/pharmaceutics16020178
dx.doi.org/10.3390/pharmaceutics16020178
dx.doi.org/10.1007/s11906-020-01115-4
dx.doi.org/10.1007/s11906-020-01115-4
dx.doi.org/10.1177/1074248419838506
dx.doi.org/10.1177/1074248419838506
dx.doi.org/10.1371/journal.pone.0250993
dx.doi.org/10.1371/journal.pone.0250993
dx.doi.org/10.1185/03007995.2011.570745
dx.doi.org/10.1097/HJH.0000000000003480
dx.doi.org/10.1093/eurheartj/ehz455
dx.doi.org/10.2337/dc24-S009
dx.doi.org/10.1016/j.semerg.2023.102016
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://refhub.elsevier.com/S1138-3593(24)00147-3/sbref0205
http://www.rand.org/pubs/monograph_reports/MR1269.html
http://www.rand.org/pubs/monograph_reports/MR1269.html
dx.doi.org/10.1016/j.medcli.2018.10.023
dx.doi.org/10.1080/13814788.2023.2268838
dx.doi.org/10.1038/nrcardio.2013.157

Medicina de Familia. SEMERGEN 51 (2025) 102337

18.

19.

20.

21.

22.

23.

Du LP, Cheng ZW, Zhang YX, Li Y, Mei D. The impact
of fixed-dose combination versus free-equivalent combina-
tion therapies on adherence for hypertension: a meta-
analysis. J Clin Hypertens (Greenwich). 2018;20:902-7,
http://dx.doi.org/10.1111/jch.13272.

Wei Q, Zhou J, Li H, Wang L, Wu Y, Ma A, et al.
Medication adherence with fixed-dose versus free-
equivalent combination therapies: systematic review
and meta-analysis. Front Pharmacol. 2023;14:1156081,
http://dx.doi.org/10.3389/fphar.2023.1156081.

Memon RA, Raveena Bai B, Simran F, Kumari M, Aisha F,
Sai Kiran K, et al. Effect of the polypill on adherence
and prevention of cardiovascular diseases in patients with
or at high risk of cardiovascular diseases: a meta-analysis
of randomized controlled trials. Cureus. 2023;15:e34134,
http://dx.doi.org/10.7759/cureus.34134.

Webster R, Castellano JM, Onuma OK. Putting
polypills into practice: challenges and lessons
learned. Lancet. 2017;389:1066-74, http://dx.doi.

org/10.1016/50140-6736(17)30558-5.

Pinto FJ, Piepoli MF, Ferrari R, Tsioufis K, Rosano GMC,
Nedoshivin A, et al. Single-pill combination in the management
of chronic coronary syndromes: a strategy to improve treatment
adherence and patient outcomes? Int J Cardiol. 2023;384:10-7,
http://dx.doi.org/10.1016/j.ijcard.2023.04.046.

Sarzani R, Laureti G, Gezzi A, Spannella F, Giulietti F.
Single-pill fixed-dose drug combinations to reduce blood

24.

25.

26.

27.

28.

pressure: the right pill for the right patient. Ther Adv
Chronic  Dis.  2022;13:204062232211027,  http://dx.doi.
org/10.1177/20406223221102754.

Snyman JR, Bortolotto LA, Degli Esposti L, Jayagopal
PB, Konradi AO, Perrone V, et al. A real-world anal-
ysis of outcomes and healthcare costs of patients on
perindopril/indapamide/amlodipine single-pill vs. multiple-
pill combination in Italy. J Hypertens. 2024;42:136-42,
http://dx.doi.org/10.1097/HJH.0000000000003570.

Masana L, Pedro-Botet J, Civeira F. IMPROVE-IT clinical
implications.  Should the ‘‘high-intensity cholesterol-
lowering therapy’’ strategy replace the ‘‘high-intensity
statin therapy’’? Atherosclerosis. 2015;240:161-2,
http://dx.doi.org/10.1016/j.atherosclerosis.2015.03.002.
Diaz Rodriguez A, Mantilla Moraté T. LDL como obje-
tivo terapéutico. Clin Investig Arterioscler. 2019;31:1-15,
http://dx.doi.org/10.1016/j.arteri.2019.10.004.

Escobar C, Anguita M, Arrarte V, Barrios V, Cequier A, Cosin-
Sales J, et al. Recommendations to improve lipid control.
Consensus document of the Spanish Society of Cardiology.
Rev Esp Cardiol (Engl Ed). 2020;73:161-7, http://dx.doi.
org/10.1016/j.rec.2019.08.012.

RedGDPS. Algoritmo de tratamiento de la DM2, de la

redGDPS 2023. Available from: https://www.redgdps.
org/algoritmo-tratamiento-de-la-dm2-2023 [accessed
04.04.24].


dx.doi.org/10.1111/jch.13272
dx.doi.org/10.3389/fphar.2023.1156081
dx.doi.org/10.7759/cureus.34134
dx.doi.org/10.1016/S0140-6736(17)30558-5
dx.doi.org/10.1016/S0140-6736(17)30558-5
dx.doi.org/10.1016/j.ijcard.2023.04.046
dx.doi.org/10.1177/20406223221102754
dx.doi.org/10.1177/20406223221102754
dx.doi.org/10.1097/HJH.0000000000003570
dx.doi.org/10.1016/j.atherosclerosis.2015.03.002
dx.doi.org/10.1016/j.arteri.2019.10.004
dx.doi.org/10.1016/j.rec.2019.08.012
dx.doi.org/10.1016/j.rec.2019.08.012
https://www.redgdps.org/algoritmo-tratamiento-de-la-dm2-2023
https://www.redgdps.org/algoritmo-tratamiento-de-la-dm2-2023

	Optimization of adherence to fixed-dose combination therapy in the treatment of cardiovascular risk factors in primary care
	Introduction
	Methods
	Results
	Block I. Generalities about adherence
	Block II. Adherence and hypertension
	Block III. Adherence and dyslipidaemias
	Block IV. Adherence and diabetes mellitus

	Discussion
	Conclusions
	Ethical considerations
	Funding
	Conflict of interests
	Acknowledgements
	Appendix A Supplementary data
	References


