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Abstract
Background:
Multimorbidity is related to a high increase in costs for the health system and a poorer quality
of life for patients. It is the professional’s responsibility to establish new care models oriented
to improve health outcomes in high complexity patients. We have developed a comprehensive
care program for these patients based on carrying out sustainable highly effective
interventions for the health system through technology.
The use of new technologies to improve health results is an unstoppable trend. The
implementation in practice of new forms of healthcare based on telemedicine leads to a need
for professionals to specialize in an often unfamiliar area.
Objective:
The main aim of the study is to design and Develop, Integrate and implement an mHealth tool
to support monitoring of the chronic Patient with Polypharmacy (DIPP-mHeart Study).
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The secondary aim of our study is to make the development of these new technologies easier
for other research groups through describing the limitations encountered by our team during
the development of the project and the corresponding solutions implemented to overcome
those limitations.
Methods:
The study was carried out in four stages: design, development, integration and
implementation, followed by ensuring the quality, security and legal requirements of the
mHeart® prototype. The design and development of the tool was based on a review of the
bibliography and several surveys done to the main stakeholders (patients, health
professionals, Health Authorities and experts in mHealth). All these findings allow us to focus
mHeart functionalities on the user’s expectations and the polymedicated patient’s real needs
as well as to discover realistic solutions to overcoming the main limitations of implementing
the new tool within the health environment. The tool was adapted to the solid organ
transplant population, a perfect example of the chronic patient of high complexity.
Results:
133 chronic patients, 26 stakeholders, as well as health authorities, patients’ associations and
scientific societies were interviewed. Based on the information gathered, the design of the
new tool was focused on improving the management of polytherapy and the flow of
communication between professionals, patients and care levels. After carrying out diverse
tests, the final mHeart® platform prototype was obtained (website and mobile application).
Its functionalities allow for the sustainable intervention of a multidisciplinary team in real
time and in a patient’s habitual context, thus empowering the patient through clinician
feedback. The main limitations encountered were the integration of the tool with our health
system’s information technology system, ensuring quality and safety, as well as considering
other legal aspects which the clinical team were not familiar with.
Conclusions:
The DIPP-mHeart project resulted in a new holistic eHealth tool that will be extremely useful
for the follow-up of chronic patients with polypharmacy. Not only was this platform to be
designed and developed, but its safety and quality, its implementation in our environment,
and its continued use in the long term were also to be ensured. Sharing the key aspects
involved in overcoming the major difficulties encountered could be highly interesting for the
scientific community and widely applicable in our setting.
Keywords: Polypharmacy; Medication Therapy Management; Patient Empowerment; Chronic
Disease; Interdisciplinary Health Team; Comprehensive Health Care; Organ Transplantation;
Cell Phone; Telemedicine; Biomedical Enhancement.
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Introduction
Background and purpose
The coexistence of two or more chronic conditions in the same individual (multimorbid) has
become increasingly common in the last few decades [1,2]. Moreover, it relates to a greater
risk of safety issues as a result of fragmented care and a high level of therapeutic complexity
[3–5].
For instance, polypharmacy, or the intake of more than 5 different drugs, can be seen in 85%
of multimorbid patients [6]. Long-standing management of these patients is complex given
the substantial risk of low therapeutic adherence, pharmacological interactions and side
effects of medication [7]. Additionally, in the long term, the intake of multiple medications is
associated with a lower quality of life (QoL) [8,9], a decline in the efficacy of the treatment or
even the development of a new health problem [10,11]. Most of these negative consequences
related to the misuse of medication could be avoided. It is the responsibility of professionals to
establish programs designed to ensure the safety and efficacy of patients with polypharmacy
[12,13].
Among chronic patients, solid organ transplant recipients characteristically present a greater
risk of multimorbidity and polypharmacy due to chronic exposure to immunosuppressive
treatment [5,14]. This type of complex therapy shows rates of up to 55% non-compliance
depending on the type of organ transplant, and this is recognized as a risk factor for morbidity
and mortality and negative economic outcomes after solid organ transplantation [15,16].
Thus, strategies directed at improving treatment adherence in this population need to be
developed.
Furthermore, in recent decades there has been an increase in post-transplant life expectancy
which has led to a change in the focus from acute to long-term patient care, aiming at new
goals such as increasing morbidity-free survival and achieving acceptable QoL [17,18]. Despite
this, the functional status and QoL of recipients remain lower than in the general population
due to a greater complexity of this patient group [19]. As with other patients with multiple
pathologies, there is a need for sharing the post-transplant patient’s management with diverse
professionals and levels of care [15].
Although international transplant guidelines list the main comorbidities in transplant patients
[20], an increase in the mean age of these patients involves the emergence of additional
comorbidities. It is estimated that 5 years after a heart transplant, 95% of the patients develop
hypertension, 81% hyperlipidemia, 33% chronic renal failure and 32% diabetes. However, in
the long-term (10 years after transplant) the main factors that limit survival are cardiac
allograft vasculopathy (CAV) and malignancies (affecting 25-50% and 35% of patients
respectively) [17,21]. In particular, CAV has been related to severe comorbidities such as longstanding high blood pressure or serum lipid profile alteration, justifying the importance of
improving long-term management of cardiovascular risk in these patients [22,23].
Therefore, the solid organ transplant population is a perfect example of one with high
complexity and chronicity which needs to be approached by an interdisciplinary team. In the
specific case of the heart transplant group, the prevention of cardiovascular events acquires
special importance because of the risk factors related to the ischemic disease present before
the transplant [17,21]. This would justify implementing interventions designed to improve
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therapy management, health status and QoL and, in this sense, telemedicine has been shown
to have an immense potential in this population [24].
Implementing strategies for dealing with comorbidity patients taking multiple
medications.
Given the scarcity of resources which often limits the quality of health care in patients with
polypharmacy in our catchment area, we selected three strategies in terms of their
effectiveness in clinical practice. These three strategies combined and applied to a model
population in real practice should improve patient and carer support, reduce the number of
complications affecting patients with polypharmacy and make the patient’s healthcare
experience easier.
Strategy number 1: Ensuring that patients with multiple chronic diseases, who typically
experience fragmented and poorly coordinated management, receive care through a
comprehensive integrated program [25–27].
Strategy number 2: Innovating in clinical practice through the development and
implementation of new health technologies such as mHealth. Mobile devices have been used
effectively in long-term management of comorbidity [28–32] and have been proven to
increase quality of care in chronic patients and reducing costs [33–37].
Strategy number 3: Implementing effective and sustainable interventions that are provided to
people during their everyday lives (i.e., in real time) and in natural settings (i.e., real world).
Using mobile technology to carry them out increases patient acceptability, is effective for
treating a variety of health behaviors and physical and psychological symptoms and can be
successfully implemented [38,39] .
The first step towards implementing these strategies in clinical practice was to establish a
comprehensive healthcare program directed at this population within our hospital, followed
by the development and implementation of the new software necessary for continuing the
program. To this end, the DIPP-mHeart project was put into effect.
The aims of the DIPP-mHeart project
The main aim of the study is to design and Develop, Integrate and implement an mHealth tool
to support monitoring of the chronic Patient with Polypharmacy (DIPP-mHeart Study) and
adapt it to the cardiac transplant patient.
The secondary aim of our study is to render the development of these new technologies easier
for other research groups by presenting all aspects that need to be taken into account when
setting up a new app, beyond software, including our findings on the potential benefits that
mHealth technology users can expect and any corresponding solutions implemented to
overcome limitations.
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Methods
Setting
This research study was carried out in the catchment area of a tertiary university hospital
(Hospital de la Santa Creu y Sant Pau, HSCSP) in Catalonia, Spain. The study was approved by
the Ethics Committee of HSCSP with the protocol code IIBSP-MHE-2014-55.
The DIPP-mHeart study was carried out in four stages.
Stage 1, mHeart® Prototype Design.
For 2 years (2013-2014) mHeart, a technological tool based on a mobile application and an
Internet website, was designed as a support for the clinical follow-up of polimedicated
patients. To design this mHealth tool, we combined different methodologies for locating
guidance on how to move from a general clinical aim to a clearly defined and effective
application [40].
To this end, a review of revisions, expert guidelines and descriptions of the experiences of
other healthcare centers in relation to the development of modern technologies was
conducted. This permitted the integration of behavioral science, design and [38,40–44].
Furthermore, we specifically took into account mHealth technologies or already existing
websites with published results for usability, validation or implementation in clinical practice
with a view to improving health impact variables (psychological support, therapeutic
adherence, self-controls and bio measurements) [28,32,45,46]. The strong points in these
experiences not only allowed us to base the design of the diverse functions on experiences
with proven evidence, but also to consider the limitations encountered and thus prevent them.
Moreover, we evaluated the expectations of potential users, the possible impact of the
technology, the authentic needs of polymedicated patients and the viability of its
implementation with no added cost on the part of the health-system. To this effect, two
different questionnaires were designed, one directed to patients and the other to
professionals.
On the one hand, a questionnaire to be completed by chronic polymedicated patients and
based on survey results published by experts was designed [47,48]. Polypharmacy was
defined as more than 5 different long-term medications coexisting in a patient’s electronic
prescription. The aim of the face-to-face interviews was to define the actual knowledge of
technology usage that these patients had and to predict whether the mHealth tool would be
accepted or not.
On the other hand, diverse stakeholders were interviewed about the benefits and limitations
of mHealth in our healthcare environment. The questions were drawn from information on
the benefits and limitations of mHealth published by various institutions [33–35,49–51].
Stage 2. mHeart® Prototype Development
In order to carry out the technological development, a private firm with experience in
development and integration of Health Care system applications (mHealthCare Nabelia) was
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hired. The firm’s corresponding technical team consisted of 1 analyst, 5 developers, 1 designer
and 1 project leader. The HSCSP’s scientific advisory team was formed by 2 information
analysts, 4 pharmacists, 4 doctors, 2 nurses and 1 psychologist. The tool was designed
according to the Spring framework (Spring MVC, Spring REST y Spring JPA) with a 3-layer
structure. The platform has a web-based and mobile version for both Android and iOS. The
development lasted from February 2014 to June 2016.
The term mHeart® prototype was used for each of the versions of the mHealth tool not
clinically validated. After 3 different versions of the prototype, the final one was obtained.
Each prototype version needed to be assessed in a testing environment by the developers.
After this first filter, sessions for testing in a staging environment were held in the HSCSP with
the participation of hospital staff and volunteer patients. The aim of such tests was to improve
the usability of the platform and to detect any possible errors that might affect patient safety.
Moreover, external sessions in patients’ associations and organizations concerned with solid
organ transplantation were previously held.
Once the final prototype had been consolidated in a staging environment, the last production
preliminary test was done. This test lasted one month, with 13 professionals and 5 homebased
volunteer transplant patients taking part. The idea was to simulate genuine use of the
platform. With a view to recording the incidents detected and areas for improvement in
usability, a grid with diverse features to be evaluated was filled in by participants.
Stage 3. mHeart® Prototype integration and implementation
When implementing and integrating the mHeart ® prototype in our healthcare environment, it
was necessary to consider the current resources in the catchment area. To this end, different
points of reference (Catalonian Health Authorities, our Information System Centre and the
analyst responsible for ensuring integration) were asked to respond to a questionnaire.
Stage 4. Quality, security and legal requirements of the mHeart® Prototype
To ensure the suitability, quality and safety of the mHeart® platform, a series of requirements
need to be fulfilled (Table 1).
Table 1. Workable solutions to ensure mHeart® quality and security

1. CE marking by the Spanish Medicines Agency as a class I medical device, according to
Spanish law concerning medical devices (Real Decreto 1591/2009, de 16 octubre). In
order to achieve this, the mHeart® platform had to fulfill the requirements included in
European legislation and follow the legal rulings regarding: medical devices software lifecycle processes: [UNE-EN 62.304 (2006)]; [UNE-EN-ISO 14.971 (2007)] and medical
devices risk management and quality management systems UNE-EN-ISO 13.485 (2013).
2. Certification granted by a local institution that evaluates health apps: AppSaludable[52],
App Salut[53], British[54,55], iSYS Score[56], Riezebos[47], MARS[57,58], etc.
3. Written endorsement on the part of the scientific societies and patient associations
related to the group population.
Other relevant aspects to be considered in the development of a healthcare app
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Processing personal data with confidentiality and security
A high level of protection of personal data was ensured through technical advice from the
Department of Data Confidentiality in the HSCSP. All the legal documents, the developers’
security and quality guarantees, user guides for the platform, etc. were checked and approved
by a specialist in this field.
The HSCSP was responsible for the patients’ data files and authorized the developers to
process the data. To this end, the company contractually committed to applying the security
measures stipulated for high-level processing of personal data files, as specified in Spanish law
concerning data protection (Real Decreto 1720/2007); (LOPD) 15/1999. The platform Data
Center, which is situated in Germany, hosts the data protected by data protection law
(Directive 95/46/EC on the protection of individuals with regard to the processing of personal
data and on the free movement of such data). On the other hand, certification was granted by
TÜV SÜD in accordance to ISO 27001 standard.
The developers must necessarily bear security in mind both from the regulatory and technical
perspective and must annually undergo an audit so as to assess compliance with data
protection and use of secure connections based on Secure Socket Layer (SSL) for demographic
data integration. The Transport Layer Security (TLS) protocol is also employed to guarantee
security when remitting reports to the HIS (Hospital Information System).
To join the platform, patients must sign a non-disclosure agreement. Their username and
password are confidentially sent via an automated email. The first time they access the
website or app, they should accept the conditions of use, which should always be available for
possible consultation.
Legal advice regarding the technological development
As a result of outsourcing, support was provided by an expert in intellectual and industrial
property who was specialized in the field of medical technology. With a view to regulating the
collaboration with the developers’ private firm, a contract of “Commercial Exploitation of
Technology” between the Research Institute at HSCSP and the company was established.
Results
Stage 1 Results. mHeart® Prototype Design
The results of this first stage are the consequence of the feedback obtained from all of those
involved in the design and development of the app.
Results of interviews with the main stakeholders, the patients
We interviewed 133 chronic polymedicated patients taking an average of 13 (±SD 10.4)
different medications to treat 2.8 (±SD 2.2) comorbidities. Out of the total, 89 were men with
an average age of 58 (±SD 14). Their knowledge of technology usage and their general
acceptance of an mHealth tool are shown in Table 2.
Table 2. Patient´s knowledge of technology usage and general acceptance of an mHealth tool.
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N=133
Technology availability
Number of gadgets per patient; mean (SD)
Patients that have 2 or more mobile devices available to
them; N (%)
Patients that have access to the internet on their device; N
(%)
Frequency of technology use; N (%)
Often
Sporadically
Never
Purpose of technology usage; N (%)
Leisure
Work
Health
Internet usage for health-related purposes; N (%)
Often
Sporadically
Never
Interested in recommendations on reliable resources
on the Internet; N (%)
Interested only in mobile apps; N (%)
Interested in mobile apps and websites; N (%)
mHeart® initial personal assessment N (%)
Not very useful
Useful
Very useful
Does not know/does not answer
Initially requires a tutor to use the platform; N (%)

2 (0.9)
105 (78.9)
101 (75.9)
84 (63.2)
26 (19.5)
11 (8.3)
103 (77.4)
27 (20.3)
46 (34.6)
33 (24.8)
47 (35.3)
40 (30.1)
62 (46.6)
37 (27.8)
60 (45.1)
25 (18.1)
76 (55.1)
17 (12.3)
1 (0.7)
30 (22.6)

Results of interviews with professionals and other stakeholders
26 stakeholders were interviewed about the potential benefits and limitations of mHealth in
polymedicated patients (Figure 1). The results of the questionnaires are shown in Tables 3
and 4.
Figure 1. Stakeholders’ participation in the mHealth benefits and limitations
questionnaire.
26 stakeholders answered the questionnaire, 16 of them were professionals who attend to
such patients (6 doctors, 3 nurses, 5 pharmacists and 2 psychologists), together with 2
technology analysts, 5 key representatives of the local and regional health authorities and 3
experts in mHealth.
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Table 3. Interview results showing the opinions of different professionals on possible benefits of mHealth in the polymedicated patient in our area

Benefits according to > 15% of those surveyed.
Improves knowledge of therapy, management and compliance with drugs
for patients at home.
Improves the continuity of care and the flow of information between
professionals and levels of care.
Allows for patients to be empowered to actively intervene in the control of
their disease and treatment.
Resolves patient and caregiver queries from home thanks to the
bidirectional clinical-patient communication.
Detection of symptoms and adverse effects to drugs, thereby improving
their management.
Focus on health promotion and prevention, reducing the number of acute
events.
Increases the cost-effectiveness of resources by reducing scheduled visits,
as well as urgent ones due to decompensation.
Facilitates innovation in health and documentation of evidence that
translates into measurable health outcomes.
Reduces inequalities in access to the health system due to traveling
difficulties or lack of resources.
Improves patients’ experience because of closeness to professionals.

N (%)
23 (88%)
21 (81%)
20 (77%)
20 (77%)
17 (65%)
17 (65%)
17 (65%)
17 (65%)
10 (38%)
4 (15%)

Table 4. Interview results showing the opinion of different professionals on possible
limitations of mHealth in the polymedicated patient in our area
9

Limitations according to > 15% of those surveyed.

N (%)

Increase in workload for staff.

15 (58%)

Lack of institutional guidelines for the development and accreditation of
mobile applications in healthcare.
Risk of not sharing the patient's registered information with other levels of
care or with other apps (used to manage other health conditions).
Risk of not protecting the patient’s confidential data.
Risk of creating inequalities regarding patient care due to the digital divide
[59].
The long-term economic sustainability of research projects for innovative
technologies and companies that develop them is sometimes not granted.

14 (54%)
13 (50%)
6 (23%)
6 (23%)
4 (15%)

As a result of patient and professional feedback, the HSCSP’s scientific advisory team designed
the mHeart® application with the main challenge of detecting and improving non-adherence
to medications. Two of the main sub-functions of the developed application were to solve
patients’ questions about their treatment, and to empower patients, enabling them with selfcontrol and management of their clinical situation.
Stage 2 Results. mHeart® Prototype Development
Prototype test
The results of the prototype 1 and 2 test, permitted greater functionality and the solution of
usage problems. The improvements identified in the prototype 3 test (developed in a
production or real environment) were incorporated if they represented an upgrade in patient
safety. The cooperation of different patient associations enabled us to either include new
functionalities in prototype 3 or take them into account in other phases of the development.
The main points expressed by them during the piloting of the prototype are shown in Table 5.
This process resulted in the final prototype, or mHeart® prototype (Figure 2).
Figure 2. mHeart mobile application.
Application’s main screen.
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Table 5. Patient associations’ feedback gathered in external sessions to improve Prototype 3

The patient associations showed great interest in the use of mHealth in the management of
their chronic conditions.
They highlighted the interest in the use of bi-directional messaging with the clinician.
The patients compared the tool with other free downloadable ones in the Store emphasizing
as an additional value the fact that mHeart® was adapted to their condition and provided
the clinician's feedback.
They also showed great interest in the reinforcement of patients’ communication by
demanding a patients’ chat room and a patient-professional teleconference module.
Functionalities of the mHeart® prototype
The mHeart® prototype is a home-based mobile phone app and website application for use by
patients as a kind of diary. Professionals use it via web as an aid in their clinical
practice; it allows them to consult the different variables recorded by the patients.
Access to the tool is multiplatform (Smartphone, tablet, computer) and it can be
used simultaneously on different devices. It is available in Castilian Spanish. It is
compatible with Android (Google) and iOS (Apple) and can be downloaded for free
from the Store under the name “mHeart”. The supporting web page can be accessed
through the link v3-salud.nabelia.es [60].
Functionalities of the patient profile.
At a functional level, it provides patient access to a private profile which is structured in
modules. These modules are equally visible in the app (Figure 3) [Multipmedia appendix 1:
mHeart application demo] and on the web (Figure 4) via a menu.
Figure 3. mHeart App Menu.
The different App modules are displayed: Treatment, Agenda, Self-control, Symptoms,
Messaging, Health Education and Advice, Personal and Clinical Data.

Figure 4. mHeart Website Menu.
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The different Web modules are displayed: Treatment, Agenda, Self-control, Symptoms,
Messaging, Health Education and Advice, Personal and Clinical Data.

Treatment Module
In consultation mode, patients can view lists of drugs prescribed by professionals as well as
inactive medication. (Figure 5) Moreover, they can add other therapies, over the counter
medications (OTC) and Complementary Health Approaches (CHA) [61] to consult with the
health professional about interactions with their current prescription. The recommendations
can be viewed graphically in the form of traffic light signals linked to a written
recommendation if necessary. (Figure 6)
Figure 5. mHeart App Treatment Module: active treatment.
When the professional adds active treatment, a figure of a stethoscope appears in front of the
drug whereas if a patient adds a new therapy, once validated by the professional, a figure of a
person appears in front of the drug.
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Figure 6. mHeart App Treatment Module: consultation on compatibility between active
treatment and new therapies.
When adding a new therapy, the patient will choose whether it is a drug or another type of
Complementary Health Approach (CHA) (e.g. ginger capsules). The new therapy will show
pending until validation by the professional. If the combination is not recommended, it will
appear in red, in orange if it is associated with a recommendation and in green if it is accepted
without comments.

Agenda Module
Here the content of diverse modules is uploaded, enabling the patient to find on the platform
all programmed activities (Table 6), which are shown in different colors and generate a Push
text alert on the patient mobile phone. (Figure 7)
Table 6. Distinct kinds of activities scheduled on the mHeart® agenda

Medication
schedule

Bio measures

Adherence tests
Personal agenda

The patient can visualize the medication schedule, receive alerts for due
drug doses and record drug intake of a single drug or several drugs at the
same time. (Figure 8) If a dose is canceled, the reason for it will need to be
added. (Figure 9) Patients can graphically view their compliance.
Bio measures (e.g. blood pressure) can be registered by the patient directly
from the agenda if they have already been programmed. (Figure 8 and 10)
Frequency will be set by the patient or the professional in the self-control
module.
The patient can answer the adherence test programmed by the
professional (Figure 11 and 12).
The patient can add personal events and reminders.

Figure 7. mHeart App Agenda: scheduled tasks
The different tasks are shown in different colors in the monthly calendar and in the list of daily
tasks: personal events, blood tests, visits, others. These tasks could be introduced by the
patient or professional.
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Figure 8. mHeart App Agenda: drug intake confirmation.
The patient can confirm or "validate" the intake of a drug individually or several drugs at the
same time.

Figure 9. mHeart App Agenda: reason for non-adherence.
The patient can specify the reason for not complying with therapy: forgetfulness, insufficient
information about the dosing schedule and / or illness, demotivation, side effects or fear of
suffering them, complex and / or uncomfortable dosing schedules; others.
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Figure 10. mHeart App Agenda: scheduled self-controls.
The patient can record self-controls (e.g. blood pressure) straight from the agenda if they have
been previously programmed.

Figure 11. mHeart App Agenda: modified Haynes-Sackett adherence test.
Patients can answer the programmed adherence test directly from the agenda. If the patient
answers that there are difficulties with adherence, a reason must be stated.

Figure 12. mHeart App Agenda: Morisky Green adherence test.
Patients can answer the programmed adherence test directly from the agenda.
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Self-control Module
The self-control module allows the patient to record vital signs (e.g. blood pressure) and bio
measurements (e.g. weight). (Figure 13) Recording can be done manually (Figure 10) or
automatically by using wearables. When the patient enters values, which are not within
reasonable limits, a message indicating “Invalid format” appears. In the case of some bio
measurements, limit values emit the warning “contact your healthcare team via the platform”.
The records can be viewed in graphic form through the app and in graphic and table form on
the WEB. (Figure 14 and 15)
Figure 13. mHeart App Self-controls Module Menu.
This module has been adapted for heart transplant patients: diet, exercise, general wellness,
cardiac frequency, glycaemia, weight and blood pressure.

Figure 14. mHeart App Self-controls: graphics.
Patients can check their progress through a graphic (e.g. blood pressure data), introduce a
new register or program a test on their agenda.

Figure 15. mHeart App Self-controls: general wellness follow-up graphic.
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Symptoms Module
Just as if they had self-care diaries, patients will be able to select symptoms or adverse side
effects derived from their medication from a list provided. They will indicate the starting date,
the finishing date and relevant comments. Some of these symptoms generate an alert for the
clinician. (Figure 16)
Figure 16. mHeart App Symptoms Module.
Patients may register symptoms or side effects related with medication.

Teleconsultation and Messaging Module
A two-way videoconference or chat for patient-professional communication. Files can be
attached. (Figure 17)
Figure 17. mHeart App Messages Module.
Patients may send and receive messages from professionals. An opened or closed envelope
symbol appears, indicating whether the patient has read the email or not.
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Health Education and Advice Module
Updated healthy lifestyle and health promotion information is available. Texts, photographs or
multimedia files are incorporated in accordance with this population’s needs.
Personal and Clinical Data Module
Through the platform patients can consult their sociodemographic data, documented allergies,
relevant past medical history and contact professionals.
Functionalities of the Professional Profile
Professionals gain access through the web, are able to organize their list of patients according
to various criteria and filter by rapid search fields or systems. Within each patient profile, the
same modules are viewed but with broader editing rights; patient registration, prescription
and therapy monitoring, programming self-control tests, initiating communications with
patients. (Figure 18)
Figure 18. mheart website Professional Profile.
The professional can create a new patient, visualize the complete list of patients, use the
messaging module or access each patient’s profile. Within each patient profile, there will be a
summary of the data entered by patients.
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Registration of New Patients
When new patients are registered, their sociodemographic data is automatically uploaded
from the HIS. This information must be verified and completed with the patients’ or carers’
contact details.
Prescription Module
Professionals prescribe from a drop-down list of drugs imported and automatically updated
from the Spanish National Formulary. Other therapies can be added to a patient’s prescription
in free-form data entry (e.g. relaxation exercises prescribed by a psychologist). Each
prescription can be accompanied with personalized comments (e.g. “Anti-rejection treatment.
It is recommended that you take this on an empty stomach”). From this module possible drug
interactions can be addressed.
Messaging and Video Consultation Module
When professionals wish to text patients, an alert in the form of a Push-up message is
generated in the patients’ devices. Professionals can check whether the message has been
read. This module permits messages to be sent to groups of patients selected in accordance
with demographic data or a common drug. Moreover, preventative health promotions can be
set for specific periods of time (e.g. a reminder about flu vaccination programmed for October;
a reminder for patients on corticoids to avoid sugar in their diet).
Consultation Regarding Therapeutic Adherence
Identification of a non-adherent patient by professionals is achieved by the combination of
diverse mHeart® functions as detailed in Table 7.
Table 7. Consulting adherence to therapy in mHeart®

The patient’s drug intake registrations.
Type of information registered by the patient:
1. Doses taken versus total of doses prescribed.
2. Reasons for non-adherence (drop-down list).
Professionals can see adherence information from 2 different perspectives:
1. A traffic light system alerts the professional of a drop in the patient’s weekly
adherence in the main patient list module.
2. Adherence presented graphically and through data tables in the treatment module.
Adherence tests included in the mHeart® platform.
The professional sets up the frequency. Test results are shown graphically:
1. Haynes-Sachett test [62,63] (adapted to include reasons for non-adherence). (Figure
11)
2. Morisky Green test [64] (Figure 12)
Stage 3 Results. mHeart® prototype integration and implementation in clinical practice
Considering the information supplied by the Catalan Health Authorities and our hospital’s
Information System Department, and considering the available resources in our healthcare
system (table 8), the integration pathways were separated into local or institutional solutions
depending on the phase that was being dealt with (table 9).

19

Table 8. Questionnaire sent to the Catalonian Health Authorities and other points of reference.

1. Taking into account the technological resources available, how would you ensure that the
sociodemographic, clinical and therapeutic patient data is not being manually entered by
the professionals in the mHeart® prototype?
2. Regarding the transversality of the information recorded by the patient on the platform:
 How could we ensure the addition of this information to the HSCSP patient’s
electronic medical record (i.e. HIS)?
 How could we share this information with other care levels (e.g. Primary Care)?

Table 9. Solutions adopted as a result of the questionnaire sent to the Catalonian Health
Authorities and other points of reference.
Stage 1.
mHeart® has been integrated bi-directionally with the HSCSP’s HIS. A
Local
patient’s demographic data can be imported from HIS when creating a new
solutions.
patient in mHeart® Figure 19.
HIS receives from the mHeart® platform a weekly report that contains all
information provided by the patient (e.g. blood pressure, adverse effects, etc.),
available on the clinical work station for consultation by the health team
Figure 20.
We are working on uploading the weekly patient report into the Catalan
Stage 2.
integrated electronic clinical record (HC3). HC3 is a health data repository
Institutional which to share records between centers and clinical professionals. With this
solutions.
report, any professional could easily monitor patients at any point in time or
at any care level.
In 2017, the Catalan healthcare system made mHeart® app available to
patients from La Meva Salut (LMS), a patient health website through which
patients interact with the regional healthcare system.
Regarding the introduction of mHeart® in clinical practice, a phone and email Help Center for
patients and professionals was hired, thus allowing them to solve both technical and
functional problems. This call center service is formed by two professionals from the
developer company who are specialized in remote technical assistance. Apart from dealing
with incidents, the developer call center actively participates in the initial training of users, as
well as in the follow-up of their first few weeks of activity.
Figure 19. Local solution for integration: demographics Integration.
A patient’s demographic data can be requested in two different situations: when a new patient
is created in mHeart, and when mHeart force an update of a patient’s data. A demographic
request is mandatory in order to create and update a new patient, in this way mHeart
guarantees the veracity of data. The request of demographics consists in a synchronous HL7
messages patient query through SOAP Web service. HL7 standard is widely used in health
exchange data between parties.
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Figure 20. Local solution for integration: the patient report integration.
Once weekly, mHeart uploads an evolutionary report for each patient in the system in an
implicit FTP over TLS server. A security process identifies the report and assigns it to the
patient in HIS. Only the latest report can be consulted on the Clinic workstation as a clinical
document.

Stage 4. Quality, security and legal requirements of the mHeart® Prototype
The requirements finally fulfilled are shown on Table 9.
Table 9. Workable solutions to ensure mHeart® Quality and security

1. According to the law concerning medical devices, since mHeart® registers symptoms,
side effects, vital signs and adherence to medication, it enables professionals to
intervene in response to these data. For this reason, the mHeart® platform was
required to obtain the CE marking as a class I medical device.
2. Institutional support:
- Written endorsement by Catalan Transplant Organization (OCATT) and the Catalan
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Transplant Society (SCT).
- La Meva Salut (LMS) certification.
3. Representatives for the cardiac transplant patient support groups (written
endorsement): Clinic Hospital (” Club de la Cremallera”) and Bellvitge Hospital (“Cors
Nous”).
Discussion
The DIPP-mHeart project resulted in the development of a technological tool that is extremely
useful as a support for carrying out integral healthcare for patients with polypharmacy. Not
only was this platform designed and developed, but its safety and quality, its implementation
in our environment and its continued use in the long term were also ensured. When the design
of the platform first began in 2013, the potential benefits and limitations of mHealth described
by different institutions had not been sufficiently endorsed in real clinical practice. [33–35,49–
51] Therefore doubts arose about whether the platform could combine clinical and technical
aspects and address many other relevant ones related with an eHealth development.
In this regard, the opinion of healthcare professionals and health managers made it possible to
create an mHealth platform adapted to the potential benefits expected and real needs of
professionals. At the same time, having information in advance on the real limitations of
mHealth in our setting allowed us to search for new functionalities and to correct them with
the resources and technology available to us. Moreover, as a result of the interviews completed
by patients, a knowledge of real usage of technology, acceptance of the new tool and the
requirements of polymedicated patients was acquired Thus, reinforcing the idea of the
acceptance and potential impact in our environment of an mHealth Project aimed at patients
of high complexity.
Once the prototype structure had been built, it was adapted for the follow-up of solid organ
transplant patients, providing both patients and professionals with a version that fulfills the
clinical needs of that specific population. Interventions via mobile technology have proven to
be more successful when adapted to the patient’s environment [30,38,39,65,66].
Furthermore, ensuring that the prototype structure is easily adaptable to any other chronic
health condition has led other Spanish healthcare centers to use the mHeart® tool as a basis
to obtain a version adapted to their needs (e.g. MedPlan+, e-OncoSalud, ePrematur, Entrena
EII, Gerar).
Combining behavioral science, design and engineering to create a new tool to improve
polymedicated patients’ care
The combination of both conductual and engineering strategies for achieving the clinical aims
established, provided us with diverse mHeart® functionalities with the potential of improving
patient care.
Improving management and adherence to therapy
A broad consensus of the professionals surveyed showed that an improvement in the
management of polytherapy could be the main benefit of mHealth due to the significant effect
on patient health outcomes [67]. In this sense, the key functionalities mHeart® has to offer
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are: identifying non-adherent patients and the corresponding explanation for their behavior;
successfully intervening on an individual basis; identifying potential interactions and adverse
effects; improving patients’ knowledge and management of their therapy; reinforcing patients’
training and sense of co-responsibility in their treatment.
Given that low adherence jeopardizes the therapeutic success of a treatment, special emphasis
was placed on this functionality. It is shown that mHealth could improve treatment adherence
through the combination of different educational and motivational content together with
customized interventions [28]. This is why we prioritized functionalities which made the
identification of non-adherent patients and adherence limiting factors possible [68,69], as well
as those which allow professionals to carry out targeted interventions.
Another point to consider is the growing demand in our environment for the co-responsibility
of patients in the management of their therapy [68], in the sense that professionals reach an
agreement with patients on the most adequate drug treatment regimen adapted to both their
timetables and lifestyles [70–73]. On this account, the platform medication schedule was
designed to be programmed in accordance with this agreement and included individualized
reminders adapted to a patient’s environment and specific difficulties (e.g. "Remember to take
this anti-rejection drug on an empty stomach").
Furthermore, the growing use of CHA shows this increasing autonomy of patients with regard
to their therapy and the need to create patient-friendly spaces in which they can ask questions
and consult any doubts [74,75]. In order to accomplish this, the treatment consultation
module was designed for dealing with different kinds of therapies which could interfere with
the success of a treatment.
Promoting integral healthcare
Improving the flow of information between professionals and levels of care is the second
greatest potential benefit of mHealth in our environment. Chronic polymedicated patients
require clinical monitoring shared between various levels of care and by a multidisciplinary
team which usually use information systems that are not interconnected within the same
health area.
First of all, it was crucial that mHeart® should ensure that clinical information is shared with
a patient’s whole environment. Hence, the summary report (adherence to treatment, selfcontrol records and critical symptoms) has been made visible to all the professionals involved
in the patient’s care at all levels.
On the other hand, the Teleconference module among professionals was incorporated as a tool
for interdisciplinary communication and shared decision-making. Without forgetting that the
module Treatment of the platform allows us to include non-pharmacological treatments (e.g.
relaxation practice according to psychological prescription), integrating the recommendations
of all the members of the interdisciplinary team.
Improving professional-patient communication
It has been demonstrated that communication between professionals and home-based
patients through mHealth is more effective than the conventional kind, as it acts in real time
and in a patient’s usual environment [39]. This new means of intervention may lead to
behavioral changes or reinforce interventions performed from the hospital [38]. mHeart
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texting offers personalized feedback on patients’ platform records, but also permits the
programming of large-scale interventions, thereby saving professionals’ time.
In addition, the Mobile Teleconference Module allows for the reinforcement of interventions in
a cost-effective manner, avoiding the need to travel for patients without resources or living far
away from their care center.
From the patient’s perspective, written messaging is a channel for solving problems within a
usual setting, where doubts about their therapy and its management will arise. It also allows
patients greater freedom, for example, if they enjoy travelling but feel too afraid to be far from
their healthcare providers. And also, if patients feel more accompanied by their healthcare
providers, a better care experience will be ensured.
Empowering patients suffering from chronic diseases
mHeart® also has huge potential with respect to empowering patients [35,49,51]. With this
purpose in mind, the platform functionalities have been aimed at maintaining patients wellinformed so that they actively intervene and follow the progress of their self-care and therapy
in a proactive way.
On the one hand, the Self-control Module was created, hence facilitating the recording of
hygiene and dietary habits, as well as bio measurements. These variables, were chosen if they
had shown long-term survival impact in patients [76]. The programming of these self-control
alerts in the calendar could be another chance to customize interventions. Furthermore,
according to published experiences, viewing diagrams of patients’ recorded data (validation of
dosages or information on self-control) allows them to become aware of the effects that
changes in their lifestyle have [65,77–80].
On the other hand, early detection of certain symptoms via tablet computers has shown
impact on survival and quality-adjusted survival in a recent clinical trial among 766
outpatients receiving chemotherapy for advanced solid tumors [32]. This was made possible
through active participation on the part of the patients. The mHeart® Symptoms Module
combined with the multimedia Advice Module and the health campaigns could achieve greater
impact on health prevention.
Real limitations of the implementation of a new eHealth tool and corresponding
solutions
Having prior knowledge of the limitations that may be expected when implementing a new
eHealth tool in real practice and learning about practical solutions would have been extremely
useful in the preliminary stages of the project. To this end, in what follows we share our own
experience with the aim of anticipating possible limitations that may arise during the first
stages of eHealth tool designs while offering workable solutions.
Communication between the tool and the healthcare environment
Integration allowed us to improve the flow of information between levels of care and to
overcome the potential limitation of mHeart® being isolated from the system. This was one of
the greatest challenges we encountered. There was scarce evidence available to us of mHealth
developments that had been integrated with the environment at the time of the platform's
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design, added to the fact that each health information system functions differently and they
are not interconnected.
On this matter, the opinion of the relevant Health Authorities and the IT systems team enabled
us to find solutions and finally, in all the settings, achieve the integration of the platform
patient records with the health information systems. Moreover, the connection of mHeart®
with our HIS allowed the inclusion of patients’ data automatically onto the platform whenever
they were registered. This improves safety in mHeart®, since transcription errors are avoided,
and the time dedicated to this task is reduced.
Investment of time and the healthcare burden
The development and implementation of mHeart® entailed a significant initial investment of
time on the part of the clinical team. According to Heron & Smyth [38] and to our experience,
this was due to the need for coordinating the user-friendly design, assuring quality and safety
and implementing the new real-time support for patients in everyday clinical practice.
So that the increase in the burden of care does not imply a limitation, different measures
should be considered. On the one hand, it is necessary to set up an efficient technical support
service that is responsible for both training and resolution of queries or doubts inherent to the
use of the application, so that healthcare professionals do not spend time on these issues. On
the other hand, the professional’s daily routine should include time for patient follow-up using
the tool. In this sense, the possibility of consulting a summary of patient records directly on
HIS makes it easier for the user.
Digital divide.
The results of the patient interviews showed that some of them could need reinforcement in
the use of the technology. If that support was not granted then it could lead to inequalities as a
consequence of the digital divide [59]. To overcome this limitation, the figure of the tutor (a
caregiver or a close family member) was included in the design of the platform, as well as the
technical support service.
Although the age of those interviewed could have been an obstacle as far as technology usage
was concerned, the patients stated that they had different devices and that they frequently
used technology for health-related purposes. Furthermore, half of the patients said they would
like to have a website associated to the app. So, the initial design was modified from including
only an app to also including a website for use on the PC or Tablet.
Sustainability and cost of an mHealth solution
At present, health authorities will only cover the costs of mHealth solutions if evidence of
positive impact on health with minimal impact on resources is generated. Thus, mHeart®
should be easily implementable in clinical practice and should be extendable to other
populations of polymedicated patients assuming the lowest economic burden possible for the
system or the patient.
For this reason, we made the app compatible with most mobile phones on the market, thus
allowing patients to use their own devices. Besides this, the platform not only allows the use
of wearables to perform bio measures (which send the result automatically from the device to
the app), but also manual entry.
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Finally, medical devices such as mHeart® should be clinically validated ensuring that there is
no need for extra costs on reference methods to confirm the data accuracy (e.g. electronic pill
dispensers or medication event monitoring systems to measure treatment adherence).
Quality and security of an mHealth solution
The search for viable solutions to certify the suitability, quality and safety of the mHeart®
prototype, showed the lack of uniformity and institutional guidelines. For instance, local
institutions follow different guidelines with the purpose of certifying the quality of apps. Even
though each guideline provided us with a minimum standard, no guideline can be considered
a golden standard/rule as they all presented advantages and disadvantages. Nevertheless, the
only compulsory certification for medical devices is the CE marking, which safeguards
confidentiality of data, risk analysis and preventative actions during the software life cycle.
Moreover, the endorsement of different scientific societies and patient associations related to
heart transplant, reinforce the quality of the content of the adapted version of the platform
(table 5). Moreover, having the feedback from the clinical team that is working with the
mHeart App has proven to be an additional value that other apps on the market do not have.
Tips for new eHealth developments
In the case of DIPP-mHeart, the design and development were carried out from scratch, with
scarce information about other experiences published, and with little guidance from national
and international institutions. Failure to take into account some initial considerations,
extended the development period of the app by a year. Having this information beforehand
would have made it easier to reach the final version of the mHeart® prototype that meets the
standards of quality and safety that patients deserve. Therefore, we offer a summary of a
series of key points to be considered when conceiving this type of project.









Our experience tells us that the selection of the technology developing company must
be based on objective criteria. It is paramount to check that the company complies
with quality and safety standards according to the country's regulations; demonstrates
previous experience in the development of healthcare applications that have been
tested in real clinical practice and have an excellent customer service.
From our point of view, the most efficient way to approach a new development is to
evaluate the tools available up-to-date in the market and choose the one that meets the
requirements as a starting point. The fact that the platform has already been used in
real practice will help allocate the costs to new functionalities, compliance with the
project calendar and achieve the expected quality.
Moreover, from the start of the project, the integration of the tool into the different
levels of care and the project continuity needs to be planned in advance.
It is important to allocate part of the initial resources towards having an intellectual
property consultant specialized in the field of medical technology. These aspects must
be defined in the contract between the developer and the institution.
The limited experience of professionals in regard to data protection entails an excess
of concern about confidential data of mHealth users. Having a specialist to advise on
this matter (the CE marking and the patient's consent) deals with this limitation.
The initial time investment in the project justifies assigning a part-time project
coordinator, who provides scientific advice to developers, coordinates the pilot tests,
as well as the relationship with third parties (legal advice, etc.).
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During the pilot tests, new and innovative functionalities emerged. The incorporation
of these new ideas that significantly affect the usability and quality of the platform in a
first tool version is recommended. Addressing other improvements in the next phases
of the technological development.
Joining forces with patient associations and scientific societies during the developing
process of the tool allows one to gauge whether it has been adapted to the diverse
realities in the various healthcare institutions.
From our point of view, health technology must be adapted to a target population and
enable patients and the multidisciplinary team to suggest any technical adjustments
required according to their changing needs. This dynamism will improve its usability
and persistence over time and will mark the difference in regard to other health apps
available on the market.

Future challenges for mHeart®
The description of new improvements planned for mHeart® that we are currently working on
could be embraced by future developers and the ideas incorporated into their initial design.







Automatic answers to the consultations regarding interactions with concomitant
therapies.
Connecting the mHeart® platform with the hospital's electronic agenda to activate
appointment reminders on the app.
Setting up a discussion forum for patients.
Programming periodical changes to the type of mHeart® questionnaires (e.g. adherence
or general condition). This will prevent the patient from responding in a routine manner
and the system from losing sensitivity in identifying the non-adherent patient.
Translating the platform into other languages to make the tool usable in other countries.
It is our future aim to develop a decision support system based on artificial intelligence
algorithms (patterns and prediction rules) thanks to the data obtained using the mHeart®
platform in real clinical practice.

Furthermore, our future challenge is to carry out the m-Heart prototype validation study (ValmHeart Study), a clinical validation of the medical device in real practice. This will be followed
by a long-term clinical trial looking at the impact on health and economic outcomes of a
multidisciplinary ambulatory care program with the support of an mHealth tool in chronic
polymedicated patients (Clinicaltrials.gov ID NCT02554578 mHeart).
Conclusions
We have developed a new eHealth tool as the first step towards implementing an innovative
holistic polymedicated patient care program. The opinion of different stakeholders, scientific
societies and patients has made it possible to provide a version that fulfills the clinical needs
of organ transplant patients, which is easily adapted to other chronic diseases.
One of the major strengths of this tool is that it allows the multidisciplinary team to intervene
in a sustainable way and in real time in a patient’s habitual context, empowering patients
through clinician feedback. Moreover, not only has the design of this tool mainly focused on
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improving the management of polytherapy, but also on enhancing the flow of communication
between patients and professionals, including different care levels.
Our experience could be a valuable guide to other professionals not only in optimizing the
development of a new eHealth tool, but also in successfully integrating the software into the
healthcare system and implementing it in real clinical practice.
Acknowledgements
The authors would like to thank Elena Rodríguez-Murphy for the translation and style
correction of the text, and Andreu Ferrero for the statistical analysis. Also, J. Caparrus for his
assistance as specialist in data confidentiality, V. Robert and the Information Systems
Department for conducting the platform integration in our healthcare system.
Stakeholders cooperation has been essential (JT De Pourcq, A. Esquirol, A. Barata, A.
Villalobos, D. Cebrian, E. Moreno, J. Cornet, C. Pratdepadua, R. Manté, J. Berdun, I. GarcíaCadenas, S. Novelli, V. Pellicer, N. Roser) in order to obtain first-hand knowledge on the
mHeart® potential and expectations in our environment, integration possibilities and
certifications at hand.
We also wish to express our appreciation to the transplant multidisciplinary team at the
HSCSP (Dr. S. Mirabet, Dr. V. Brossa, Dr. L. Lopez, D. Gil, E. Galvez, S. Ros), who helped adapt the
platform to the solid organ transplant patient as a result of their clinical experience.
Furthermore, we would like to express our gratitude to the Catalan Transplant Organization
(OCATT) and the Catalan Transplant Society (SCT) for their support and institutional vision, as
well as the representatives of the cardiac transplant patient support groups at Clinic Hospital
(” Club de la Cremallera”) and Bellvitge Hospital (“Cors Nous”).
Authors’ contributions.
Funding information
Financial disclosure
Role of sponsors
Astellas Pharma has contributed to the financing of the development of the mHeart®
platform.
Other acknowledgements here.
Conflicts of Interest
None declared.
Abbreviations
QoL: Quality of Life

28

mHealth: mobile health.
eHealth: use of information and communication technologies for health.
App: mobile application.
HTxR: heart transplant recipients.
HSCSP: Hospital de la Santa Creu i Sant Pau.
HIS: hospital information system.
IT: information analyst.
SSL: secure socket layer.
TLS: the transport layer security.
LOPD: Spanish law concerning data protection (Ley Orgánica de Protección de Datos
Personales).
ISO: International Organization for Standarization.
CHA: complementary health approaches.
OTC: over the counter.
Multimedia Appendix 1:
mHeart application demo
References
1.
Montiel-Luque A, Núñez-Montenegro AJ, Martín-Aurioles E, Canca-Sánchez JC, ToroToro MC, González-Correa JA; Polipresact Research Group. Medication-related factors
associated with health-related quality of life in patients older than 65 years with
polypharmacy. PLoS One. 2017;12(2):1-16. PMID:28166266
2.
Molokhia M, Majeed A. Current and future perspectives on the management of
polypharmacy. BMC Fam Pract. 2017;18(1):1-9. PMID:28587644
3.
National Institute for Health and Care Excellence (NICE). Multimorbidity: Clinical
Assessment and Management. 2017. ISBN:978-1473120655
4.
Mercer S, Furler J, Moffat K, Fischbacher-Smith D, Sanci L. Multimorbidity: Technical
Series on Safer Primary Care. 2016. ISBN:978-9241511650
5.
Kim DH, Rich MW. Patient-Centred Care of Older Adults With Cardiovascular Disease
and Multiple Chronic Conditions. Can J Cardiol. 2016;32(9):1097-1107.
PMID:27378591
6.
Gómez Aguirre N, Caudevilla Martínez A, Bellostas Muñoz L, Crespo Avellana M, Velilla
Marco J, Díez-Manglano J. Pluripatología, polifarmacia, complejidad terapéutica y uso
adecuado
de
la
medicación.
Rev
Clin
Esp.
2017;217(5):289-295.
doi:10.1016/j.rce.2016.12.013
7.
Pantuzza LL, Ceccato M das GB, Silveira MR, Junqueira LMR, Reis AMM. Association
between medication regimen complexity and pharmacotherapy adherence: a
systematic review. Eur J Clin Pharmacol. 2017;73(11):1475–1489. PMID:28779460
8.
Meraya AM, Dwibedi N, Sambamoorthi U. Polypharmacy and Health-Related Quality of
Life Among US Adults With Arthritis, Medical Expenditure Panel Survey, 2010–2012.
Prev Chronic Dis. 2016;13:E132. PMID:27657504
9.
Guirado EA, Martin Cantera C. Revisión de la medicación en pacientes crónicos
complejos. Boletín de información terapéutica. Dep Salud General Catalunya.
2013;24(9):54-61.
10.
World Health Organization. Promoting Rational Use of Medicines: Core Components.
Vol 5.; 2002. doi:10.5863/1551-6776-19.4.262

29

11.
12.
13.
14.
15.

16.

17.
18.
19.
20.

21.

22.

23.

Villafaina Barroso A, Gavilán Moral E. Pacientes polimedicados frágiles, un reto para el
sistema sanitario. Inf Ter Sist Nac Salud. 2011;35(4):114-123.
Ruiz De Adana Perez R. Resultados negativos asociados a la medicación. Aten Primaria.
2012;44(3):135-137. doi: 10.1016/j.aprim.2011.11.008
Pérez Menéndez-Conde C, Bermejo Vicedo T, Delgado Silveira E, Carretero Accame E.
Adverse drug reactions which provoke hospital admission. Farm Hosp.
2011;35(5):236-243. PMID:21570331
Lindenfeld J, Page RL 2nd, Zolty R, Shakar SF, Levi M, Lowes B, Wolfel EE, Miller GG.
Drug therapy in the heart transplant recipient - Part III: Common medical problems.
Circulation. 2005;111(1):113-117. PMID:15630040
Berben L, Denhaerynck K, Dobbels F, Engberg S, Vanhaecke J, Crespo-Leiro MG, Russell
CL, De Geest S; BRIGHT study consortium. Building research initiative group: Chronic
illness management and adherence in transplantation (BRIGHT) study: Study protocol.
J Adv Nurs. 2015;71(3):642-654. PMID:25257974
O'Grady JG, Asderakis A, Bradley R, Burnapp L, McPake DM, Perrin M, Russell S,
Watson AR, Watson CJ, Wray J, Wilson LC. Multidisciplinary insights into optimizing
adherence after solid organ transplantation. Transplantation. 2010;89(5):627-632.
PMID:20124952
Wilhelm MJ. Long-term outcome following heart transplantation: Current perspective.
J Thorac Dis. 2015;7(3):549-551. PMID:25922738
Karam V, Sebagh M, Rifai K, Yilmaz F, Bhangui P, Danet C, Saliba F, Samuel D, Castaing D,
Adam R, Feray C. Quality of life 10 years after liver transplantation: The impact of graft
histology. World J Transplant. 2016;6(4):703. PMID:28058221
Rao S, Ghanta M, Moritz MJ, Constantinescu S. Long-Term Functional Recovery, Quality
of Life, and Pregnancy After Solid Organ Transplantation. Med Clin North Am.
2016;100(3):613-629. PMID:27095649
Costanzo MR, Dipchand A, Starling R, Anderson A, Chan M, Desai S, Fedson S, Fisher P,
Gonzales-Stawinski G, Martinelli L, McGiffin D, Smith J, Taylor D, Meiser B, Webber S,
Baran D, Carboni M, Dengler T, Feldman D, Frigerio M, Kfoury A, Kim D, Kobashigawa J,
Shullo M, Stehlik J, Teuteberg J, Uber P, Zuckermann A, Hunt S, Burch M, Bhat G, Canter
C, Chinnock R, Crespo-Leiro M, Delgado R, Dobbels F, Grady K, Kao W, Lamour J, Parry
G, Patel J, Pini D, Towbin J, Wolfel G, Delgado D, Eisen H, Goldberg L, Hosenpud J,
Johnson M, Keogh A, Lewis C, O'Connell J, Rogers J, Ross H, Russell S, Vanhaecke J;
International Society of Heart and Lung Transplantation Guidelines. The International
Society of Heart and Lung Transplantation Guidelines for the care of heart transplant
recipients. J Hear Lung Transplant. 2010;29(8):914-956. PMID:20643330
Roussel JC, Baron O, Périgaud C, Bizouarn P, Pattier S, Habash O, Mugniot A, Petit T,
Michaud JL, Heymann MF, Treilhaud M, Trochu JN, Gueffet JP, Lamirault G, Duveau D,
Despins P. Outcome of Heart Transplants 15 to 20 Years Ago: Graft Survival, Posttransplant Morbidity, and Risk Factors for Mortality. J Hear Lung Transplant.
2008;27(5):486-493. PMID:18442713
Kobashigawa J, Zuckermann A, Macdonald P, Leprince P, Esmailian F, Luu M, Mancini D,
Patel J, Razi R, Reichenspurner H, Russell S, Segovia J, Smedira N, Stehlik J, Wagner F;
Consensus Conference participants. Report from a consensus conference on primary
graft dysfunction after cardiac transplantation. J Hear Lung Transplant.
2014;33(4):327-340. PMID:24661451
Johnson M. Transplant coronary disease: nonimmunologic risk factors. J Hear Lung
Transplant. 1992;11(3 Pt 2):S124-32. PMID:1622991

30

24.
25.
26.

27.
28.
29.
30.

31.
32.

33.
34.
35.
36.

37.

38.
39.

Fleming JN, Taber DJ, McElligott J, McGillicuddy JW, Treiber F. Mobile Health in Solid
Organ Transplant: The Time Is Now. Am J Transplant. 2017;17(9):2263-2276.
PMID:28188681
Lu CY, Ross-Degnan D, Soumerai SB, Pearson SA. Interventions designed to improve
the quality and efficiency of medication use in managed care: A critical review of the
literature – 2001–2007. BMC Health Serv Res. 2008;8(1):75. PMID:18394200
Damery S, Flanagan S, Combes G. The effectiveness of interventions to achieve coordinated multidisciplinary care and reduce hospital use for people with chronic
diseases: Study protocol for a systematic review of reviews. Syst Rev. 2015;8(4):64.
PMID:25951820
Damery S, Flanagan S, Combes G. Does integrated care reduce hospital activity for
patients with chronic diseases? An umbrella review of systematic reviews. BMJ Open.
2016;6(11):e011952. PMID:27872113
Park LG, Howie-Esquivel J, Dracup K. A quantitative systematic review of the efficacy of
mobile phone interventions to improve medication adherence. J Adv Nurs.
2014;70(9):1932-1953. PMID:24689978
Piette JD, List J, Rana GK, Townsend W, Striplin D, Heisler M. Mobile health devices as
tools for worldwide cardiovascular risk reduction and disease management.
Circulation. 2015;132(21):2012-2027. PMID:26596977
Davidson TM, McGillicuddy J, Mueller M, Brunner-Jackson B, Favella A, Anderson A,
Torres M, Ruggiero KJ, Treiber FA. Evaluation of an mHealth Medication Regimen SelfManagement Program for African American and Hispanic Uncontrolled Hypertensives.
J Pers Med. 2015;5(4):389-405. PMID:26593951
Martínez-Pérez B, de la Torre-Díez I, López-Coronado M, Herreros-González J. Mobile
apps in cardiology: Review. J Med Internet Res. 2013;15(7):15-151. PMID:25098320
Basch E, Deal AM, Kris MG, Scher HI, Hudis CA, Sabbatini P, Rogak L, Bennett AV, Dueck
AC, Atkinson TM, Chou JF, Dulko D, Sit L, Barz A, Novotny P, Fruscione M, Sloan JA,
Schrag D. Symptom monitoring with patient-reported outcomes during routine cancer
treatment: A randomized controlled trial. J Clin Oncol. 2016;34(6):557-565.
PMID:26644527
Kay M, Santos J, Takane M. mHealth: New Horizons for Health through Mobile
Technologies: Second Global Survey on eHealth. Vol 3. 2011. ISBN:978-9241564250
European Commission. Green Paper on Mobile Health (“mHealth”). 2014.
PricewaterhouseCoopers. Socio-economic impact of mHealth. An assessment report
for the European Union. 2013.
de la Torre-Díez I, López-Coronado M, Vaca C, Aguado JS, de Castro C. Cost-Utility and
Cost-Effectiveness Studies of Telemedicine, Electronic, and Mobile Health Systems in
the Literature: A Systematic Review. Telemed e-Health. 2015;21(2):81-85.
PMID:25474190
Comín-Colet J, Enjuanes C, Verdú-Rotellar JM, Linas A, Ruiz-Rodriguez P, GonzálezRobledo G, Farré N, Moliner-Borja P, Ruiz-Bustillo S, Bruguera J. Impact on clinical
events and healthcare costs of adding telemedicine to multidisciplinary disease
management programmes for heart failure: Results of a randomized controlled trial. J
Telemed Telecare. 2016;22(5):282-295. PMID:26350543
Heron KE, Smyth JM. Ecological Momentary Interventions: Incorporating Mobile
Technology Into Psychosocial and Health Behavior Treatments. Br J Heal Psychol.
2010;15(Pt 1):1-39. PMID:19646331
Free C, Phillips G, Galli L, Watson L, Felix L, Edwards P, Patel V, Haines A. The
Effectiveness of Mobile-Health Technology-Based Health Behaviour Change or Disease

31

40.
41.
42.
43.
44.
45.
46.

47.
48.

49.
50.
51.
52.
53.
54.
55.

56.

Management Interventions for Health Care Consumers: A Systematic Review. PLoS
Med. 2013;10(1):e1001362. PMID:23349621
Mohr DC, Schueller SM, Montague E, Burns MN, Rashidi P. The behavioral intervention
technology model: An integrated conceptual and technological framework for ehealth
and mhealth interventions. J Med Internet Res. 2014;16(6). PMID:249050701.
Yen P-Y, Bakken S. Review of health information technology usability study
methodologies. J Am Med Inf Assoc. 2012;19(3):413-422. PMID:21828224
Whittaker R, Merry S, Dorey E, Maddison R. A development and evaluation process for
mhealth interventions: Examples from New Zealand. J Health Commun.
2012;17(SUPPL. 1):11-21. PMID:22548594
Cortez N, Cohen I, Kesselheim A. FDA regulation of mobile health technologies. N Engl J
Med. 2014;371(4):372-379. PMID:25054722
U.S. Food and Drug Administration. 2015. Mobile Medical Applications.
https://www.fda.gov/MedicalDevices/DigitalHealth/MobileMedicalApplications/defa
ult.htm. Archived at: http://www.webcitation.org/6xBVf9Gzs
Chisholm-Burns MA, Spivey CA, Wilks SE. Social support and immunosuppressant
therapy adherence among adult renal transplant recipients. Clin Transplant.
2010;24(3):312-320. PMID:19694770
McGillicuddy JW, Gregoski MJ, Weiland AK, Rock RA, Brunner-Jackson BM, Patel SK,
Thomas BS, Taber DJ, Chavin KD, Baliga PK, Treiber FA. Mobile Health Medication
Adherence and Blood Pressure Control in Renal Transplant Recipients: A Proof-ofConcept Randomized Controlled Trial. JMIR Res Protoc. 2013;2(2):e32.
PMID:24004517
Joost Riezebos R. Peer-reviewing of mHealth applications Requirements for peerreviewing mobile health applications and development of an online peer review tool.
2013.
McGillicuddy JW, Weiland AK, Frenzel RM, Mueller M, Brunner-Jackson BM, Taber DJ,
Baliga PK, Treiber FA. Patient attitudes toward mobile phone-based health monitoring:
questionnaire study among kidney transplant recipients. J Med Internet Res.
2013;15(1):e6. PMID:23305649
European Commission. eHealth Action Plan 2012-2020 -Innovative healthcare for the
21st century. 2012.
Remor E. Psychometric properties of a European Spanish version of the Perceived
Stress Scale (PSS). Span J Psychol. 2006;9(1):86-93. PMID:16673626
European Commission. Summary Report on Public Consultation on the Green Paper on
Mobile Health. Brussels: European Comission.; 2015.
Agencia de Calidad Sanitaria de Andalucía. 2012. AppSaludable Quality Seal.
http://www.calidadappsalud.com/en/distintivo-appsaludable/.
Archived
at:
http://www.webcitation.org/6xBWfKhsb
TicSalut. Generalitat de Catalunya. 2018. Portal AppSalut. Accreditation Application.
http://www.ticsalut.cat/mhealth/portal-appsalut/en_acreditacio/.
Archived
at:
http://www.webcitation.org/6xBWp37Px
National Institute for Health and Care Excellence (NICE). Behaviour Change: General
Approaches (PH6).; 2007. ISBN:978-1473127746
McMillan B, Hickey E, Patel MG, Mitchell C. Quality assessment of a sample of mobile
app-based health behavior change interventions using a tool based on the National
Institute of Health and Care Excellence behavior change guidance. Patient Educ Couns.
2016;99(3):429-435. PMID:26607787
iSYS Foundation. Inscripción TOP20. https://www.fundacionisys.org/es/apps-desalud/inscripcion-top20. Archived at: http://www.webcitation.org/6xBXePNXp

32

57.

58.

59.

60.
61.

62.

63.
64.
65.
66.
67.

68.
69.
70.
71.

Marsicano Ede O, Fernandes Nda S, Colugnati F, Grincenkov FR, Fernandes NM, De
Geest S, Sanders-Pinheiro H. Transcultural adaptation and initial validation of
Brazilian-Portuguese version of the Basel assessment of adherence to
immunosuppressive medications scale (BAASIS) in kidney transplants. BMC Nephrol.
2013;14(1):108. PMID:23692889
Domnich A, Arata L, Amicizia D, Signori A, Patrick B, Stoyanov S, Hides L, Gasparini R,
Panatto D. Development and validation of the Italian version of the Mobile Application
Rating Scale and its generalisability to apps targeting primary prevention. BMC Med
Inform Decis Mak. 2016;16(1). PMID:27387434
Pew Research Center. 2017. Smartphones are common in advanced economies, but
digital
divides
remain.
http://www.pewresearch.org/facttank/2017/04/21/smartphones-are-common-in-advanced-economies-but-digitaldivides-remain/. Archived at: http://www.webcitation.org/6xBXvL3oL
Nabelia Salud. 2018. mHeart web. https://v3-salud.nabelia.es/pages/users/login.jsp.
Archived at: http://www.webcitation.org/6xBYCEMZS
National Center for Complementary and Integrative Health (NCCIH). 2016.
Complementary, Alternative, or Integrative Health: What’s In a Name?
https://nccih.nih.gov/health/integrative-health.
Archived
at:
http://www.webcitation.org/6xJomGrBe
Sackett DL, Haynes RB, Guyatt GH TP. Ayudar a los pacientes a cumplir los
tratamientos. In: Sackett DL, Haynes RB, Guyatt GH, Editores. Epidemiología Clínica,
Ciencia Básica Para La Medicina Clínica. 2a Ed. Madrid: Médica Panamerica, S.A.;
1994:249-278.
Sackett DL, Snow JC. The magnitude of compliance and non-compliance. In: Haynes,
R.B., Taylor, D.W. and Sackett, D.L., Eds., Compliance in Health Care, Johns Hopkins
University Press, Baltimore.; 1979:11-22.
Morisky DE, Green LW, Levine DM. Concurrent and predictive validity of a selfreported measure of medication adherence. Med Care. 1986;24(1):67-74.
PMID:3945130
Checchi KD, Huybrechts KF, Avorn J, Kesselheim AS. Electronic medication packaging
devices and medication adherence: a systematic review. JAMA. 2014;312(12):12371247. PMID:25247520
Allen D, Gillen E, Rixson L. The Effectiveness of Integrated Care Pathways for Adults
and Children in Health Care Settings: A Systematic Review. JBI Libr Syst Rev.
2009;7(3):80-129. PMID:27820426
García-Jiménez E, Amariles P, González P, Parras_martin M, Espejo-Guerrero M, Faus J.
Non-adherence, drug-related problems and negative outcomes associated with
medication: Causes and outcomes in drug therapy follow-up. Ars Pharm.
2008;49(2):145-157.
P Pagès-Puigdemont N, Mangues MA, Masip M, Gabriele G, Fernández-Maldonado L,
Blancafort S, Tuneu L. Patients’ Perspective of Medication Adherence in Chronic
Conditions: A Qualitative Study. Adv Ther. 2016;33(10):1740–1754. PMID:27503082
Constantiner M, Cukor D. Barriers to immunosuppressive medication adherence in
high-risk adult renal transplant recipients. Dial Transplant. 2011;40(2):60-66.
doi:10.1002/dat.20536
Fine RN, Becker Y, De Geest S, Eisen H, Ettenger R, Evans R, Rudow DL, McKay D, Neu A,
Nevins T, Reyes J, Wray J, Dobbels F. Nonadherence consensus conference summary
report. Am J Transplant. 2009;9(1):35-41. PMID:19133930
Iwahori T, Takeuchi H, Matsuno N, Johjima Y, Konno O, Nakamura Y, Hama K, Uchiyama
M, Ashizawa T, Okuyama K, Nagao T, Abudoshukur M, Hirano T, Oka K.

33

72.
73.
74.

75.
76.
77.

78.

79.
80.

Pharmacokinetic differences between morning and evening administration of
cyclosporine and tacrolimus therapy. Transplant Proc. 2005;37(4):1739-1740.
PMID:15919450
Vanhove T, Annaert P, Kuypers DR. Clinical determinants of calcineurin inhibitor
disposition: a mechanistic review. Drug Metab Rev. 2016;48(1):88-112.
PMID:26912097
Lindenfeld J, Jessup M. “Drugs don’t work in patients who don’t take them’ (C. Everett
Koop, MD, US Surgeon General, 1985). Eur J Hear Fail. 2017;19(11):1412-1413.
PMID:28891126
Enioutina EY, Salis ER, Job KM, Gubarev MI, Krepkova LV, Sherwin CM. Herbal
Medicines: challenges in the modern world. Part 5. status and current directions of
complementary and alternative herbal medicine worldwide. Expert Rev Clin
Pharmacol. 2017;10(3):327-338. PMID:27923318
De Silva L, Diamantidis CJ, Prakash D, Zuckerman M, Weir MR. Usability of Mobile
Technology to Screen for Drug-Drug Interactions in Kidney Transplant Patients. Am J
Nephrol. 2014;40(2):97-104. doi:10.1159/000364910
Díaz JM, Sainz Z, Guirado LL, Ortiz-Herbener F, Picazo M, Garcia-Camin R, Palou J,
Alcaraz A, Solà R. Risk factors for cardiovascular disease after renal transplantation.
Transplant Proc. 2003;35(5):1722-1724. PMID: 12962771
Perera AI, Thomas MG, Moore JO, Faasse K, Petrie KJ. Effect of a Smartphone
Application Incorporating Personalized Health-Related Imagery on Adherence to
Antiretroviral Therapy: A Randomized Clinical Trial. AIDS Patient Care STDS.
2014;28(11):579-586. PMID:25290556
Aberger EW, Migliozzi D, Follick MJ, Malick T, Ahern DK. Enhancing Patient
Engagement and Blood Pressure Management for Renal Transplant Recipients via
Home Electronic Monitoring and Web-Enabled Collaborative Care. Telemed J E Heal.
2014;20(9):850-854. PMID:25046403
Carter MC, Burley VJ, Nykjaer C, Cade JE. Adherence to a smartphone application for
weight loss compared to website and paper diary: pilot randomized controlled trial. J
Med Internet Res. 2013;15(4):e32. PMID:23587561
Russell C, Conn V, Ashbaugh C, Madsen R, Wakefield M, Webb A, Coffey D, Peace L.
Taking immunosuppressive medications effectively (TIMELink): a pilot randomized
controlled trial in adult kidney transplant recipients. Clin Transplant. 2011;25(6):864870. PMID:21077956

34

