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Abstract 

Background

Therapeutic misconception is a phenomenon in which participants or 
researchers misunderstand the nature and purpose of a clinical trial, 
believing that the primary goal of the trial is to provide them with 
individualized therapeutic benefit rather than to generate 
generalizable knowledge that will benefit future patients. Therefore, 
the perspectives of participants and researchers on these issues are 
central to improving the quality of health research to increase 
participant awareness and avoid therapeutic misconceptions.

Objective

The main objective of this study is to explore the views and 
experiences of patients and healthcare professionals regarding their 
participation in a clinical trial, the TTVguideIT randomized controlled 
trial, as part of the EU funded TTVguideTX project. The study was 
designed to identify therapeutic misconceptions of participants and 
health care professionals, assess their experiences with the informed 
consent process and their concerns regarding privacy and data 
protection.
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Methods

This study is based on two distinct questionnaires, one intended for 
the professionals involved in the TTVguideIT clinical trial and the other 
for the patients. The questionnaires can be completed both online and 
on paper, allowing each individual to choose the format that suits 
them best. The questionnaires are written in the languages of the six 
participating countries, namely German, Spanish, French, Dutch, and 
Czech.

Conclusion

This study may help future research design and implementation to 
include participants' and professionals perspectives on the informed 
consent process and privacy and data protection, and aspects aimed 
at minimizing therapeutic misconceptions.

Plain language summary  
Sometimes, people involved in clinical trials think the main goal is to 
provide them with personal medical benefits. However, the real aim is 
to gather knowledge that can help future patients. Understanding the 
views of both participants and researchers can help improve how 
clinical trials are conducted and ensure everyone understands the 
true purpose. This study looks at what patients and healthcare 
professionals think about their involvement in a specific clinical trial 
called TTVguideIT. It aims to find out if they have any 
misunderstandings about the trial’s purpose, how they feel about the 
informed consent process, and their concerns about privacy and data 
protection. The TTVguideIT trial is part of a larger EU-funded project. 
It’s a carefully controlled study involving patients and healthcare 
professionals from six European countries. As part of it, participants 
are asked to fill out a questionnaire, either on paper or online, in their 
preferred language (Czech, Dutch, French, German or Spanish). The 
findings from this study could help improve future clinical trials by 
incorporating participants’ views on informed consent and privacy, 
and by reducing misunderstandings about the trial’s purpose.
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Background
Clinical research aims to increase our understanding of human 
health and illness, as well as evaluate approaches for preven-
tion, diagnosis, treatment, and patient care. Clinical research 
encompasses pre-clinical studies in laboratories and animals, 
followed by clinical trials to assess the safety and efficacy 
of therapies in humans. Clinical trials are the most reliable  
method to establish the safety and effectiveness of treatment  
or preventive measures for diseases.

Nurses play a crucial role in conducting ethical clinical 
research, facing complex clinical, ethical, and legal chal-
lenges1. As clinical research becomes more diverse and com-
plicated, nurses face greater challenges in conducting ethical 
research. Understanding and addressing the ethical issues nurses 
face in clinical research is critical to maintaining their moral  
commitment to patient rights and safety2. When nurses are 
involved in research (as principal investigators, study coor-
dinators, clinical trial nurses, and staff nurses), they have a 
responsibility to promote ethical research practices. To pro-
mote needed clinical research while protecting the rights of  
individuals, it’s important to understand the differences between 
clinical research and clinical practice. If researcher clini-
cians, including nurses, do not understand the purpose of the  
study or the importance of informed consent in research, they 
may not be able to help their patients, as potential clinical  
trial participants, make an informed decision2.

Clinical research and clinical care have different goals and 
approaches, which can be a source of tension among nurses and 
other healthcare workers2. Clinical care involves efforts that pri-
oritize a patient’s well-being and medical needs based on the 
specific situation at hand. Clinical research aims to answer 
questions and develop information for the benefit of patients 
and society. Research often aims to assess the safety and  
effectiveness of interventions for certain illnesses. While some 
research may give medical benefits to participants, this is 
not the primary purpose. In clinical research, requiring indi-
vidual subjects to accept research burdens and risks for the 
benefit of others leads to ethical tension and responsibil-
ity. These ethical requirements include scientific rigor, social  
accountability, and respect for individual participants’ rights 
and welfare. Nurses, doctors, and other healthcare professionals  
have an ethical responsibility to promote good science while  
also protecting patient rights and welfare.

Clinical research poses various specific ethical issues. One 
of the key ethical concerns found in previous studies is that 
research participants can confuse medical research with 
ordinary medical care, which is known as “therapeutic 
misconception”3. A therapeutic misconception is closely related 
to the difficulty of understanding the differences between  
participation in a trial and the medical care that participants 
receive when enrolled in a biomedical trial. When participants 
in clinical research assume that the goal of clinical research 
is always therapeutic and when they do not understand, for  
example, that they may be randomly assigned to a study  

condition that is not in their best personal interest, a therapeutic 
misconception occurs. This misconception is even more 
likely to happen when the study researcher is someone whom  
participants know and trust as a treatment provider and who 
is asking them if they would like to participate in a research  
study4. Various studies have attempted to explain why thera-
peutic misconceptions occur, while others have examined the  
role of researchers in their formation5,6.

In addition to therapeutic misconceptions, there are other ethi-
cal challenges, such as the importance of privacy in research 
from the perspective of the participants. It has been noted that 
patients want to be involved in the development and evalua-
tion of new treatments and are eager to share their thoughts 
and opinions through participatory design procedures, which 
can significantly shorten recruitment periods and help bring  
innovative medicines to market faster7. Previous research has 
found that motivations, understanding and voluntariness to par-
ticipate in international randomized trials vary and depend 
on several factors, such as disease and other demographic  
factors7–10. A recent systematic review identified 23 original 
research articles on the perceptions or attitudes of patients and 
patient family members or the general public toward clinical  
research participation in the Eastern Mediterranean region11. 
The most commonly reported motivators were a personal 
benefit to the individual, altruism and desire to help others, 
the research process, medical influence, family encourage-
ment, and religion. Concerns about confidentiality and other 
variables beyond the study process include a lack of trust in  
healthcare professionals or the healthcare system, a lack 
of interest in research, and religion. The most commonly 
reported barriers to participation were lack of research inter-
est and anticipated personal benefit, religious concerns, and  
family/cultural considerations.

On the one hand, understanding participants’ experiences in 
a clinical trial is crucial for several reasons. First, by under-
standing their experiences, researchers can identify any 
issues or concerns that may arise during the trial and address 
them promptly. In addition, participants’ experiences can  
provide insights into the quality of care they receive dur-
ing the trial. This includes aspects such as communication 
with researchers, access to information, and the overall envi-
ronment of the trial site. Understanding their experiences 
allows researchers to consider their needs, preferences, and  
priorities, ultimately leading to more relevant and meaning-
ful research outcomes. On the other hand, understanding 
the experiences of clinician-researchers in a clinical trial is 
equally important for several reasons. Clinician-researchers 
are responsible for implementing the study protocol and admin-
istering interventions to participants. Understanding their 
experiences can provide valuable insights into the potential  
ethical challenges encountered during implementation, and it 
can also help to identify training and support needs. Under-
standing their experiences can highlight areas where additional  
training or support interventions are needed, such as therapeutic 
misconception, or guidance on handling participant interactions. 
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Insights gained from clinician-researchers’ experiences can  
inform the ethical optimization of research processes and  
procedures to enhance the overall conduct of the trial.

Thus, to understand the participants and researchers’ experi-
ences regarding ethical, legal, and social aspects of a clini-
cal trial, we present here the study protocol for a survey with a 
dual aim. First, one goal of this study is to explore the perspec-
tives and experiences of patients in a randomized controlled  
trial, with a focus on the ethical aspects. In addition, the other 
goal is to explore the views and opinions about the same  
ethical aspects of healthcare professionals involved in the 
trial, including nephrologists, nurses, virologists, laboratory  
staff, etc.

This study will be conducted as part of the TTV GUIDE 
TX project, which aims to optimize immunosuppressive  
drugs in kidney transplant recipients (TTVguideIT) and to 
identify therapeutic misconceptions in both groups and their 
concerns about consent, privacy and data protection. The  
TTVguideTX project is an EU-funded project that aims to create 
a tool for quantifying the immune system. Within a randomized  
controlled trial (TTVguideIT) the project tests the safety and 
efficacy of personalization of immunosuppression in kid-
ney transplant based on Torque Teno virus (TTV) load in the  
blood. TTV1 can be detected in every adult, it does not cause 
disease and its copy number in the blood is associated with 
its host’s immune function. In kidney transplant recipients 
a low TTV load indicates a strong immune system and low  
immunosuppression and thus risk of organ rejection. A high 
TTV load indicates high immunosuppression and thus risk for 
infection. Quantifying the TTV viral load in the blood of kid-
ney transplant recipients may help optimizing the dosage of 
immunosuppressive drugs to reduce infections and rejections 
as consequence of intense and insufficient immunosuppression,  
respectively. The TTVguideIT trial tests TTV-guided dosing 
of immunosuppressive drugs in a randomized controlled 
trial involving 264 kidney transplant recipients from across  
Europe.

To analyze the participants’ and researchers’ perspectives on 
the information process, voluntariness, and privacy in clini-
cal research is crucial to improve the communication process in 
clinical trials recruitment. Such findings can provide valuable  
information for improving the quality of health research.

Methods
Primary goal

-    To gather information on participants’ and clinical 
staff’s (nephrologists, nurses, virologists, laboratory 
staff, etc) experiences, opinions, and attitudes regarding 
ethical, legal, and social aspects of the clinical trial  
TTVguideIT

Secondary goals
-    To explore patient motivations for enrolling in the  

clinical trial.

-    To explore healthcare professionals’ motivation to  
collaborate in the clinical trial.

-    To identify instances of therapeutic misconception in  
both groups, participants and clinicians;

-    To assess participants’ and professionals’ attitudes and 
experience towards informed consent in the clinical  
trial;

-    To identify concerns about data protection in clinical  
trials from the perspective of healthcare professionals  
and patients.

Design
Two questionnaires have been designed for the ELSI study, 
as part of the TTVguideIT trial. The trial protocol has been 
published in detail elsewhere12. In short, kidney transplant 
recipients are randomized in a 1:1 ratio to receive either 
standard or TTV-guided immunosuppression. The primary  
end-point is a compound of death, graft loss, transplant rejec-
tion and infection. The ELSI study consist of question-
naires that can be fulfilled both online or in a printed copy. 
The questionnaires gather information on participants’ and 
clinical staff’s experience, opinions and attitudes regarding  
ethical, legal and social aspects of the TTVguideIT trial. The  
study does not collect any relevant data for clinical safety  
endpoints of the clinical trial.

Study population
The target population for this study is, on the one hand, the 
patients who participate in the TTVguideIT trial; and on the 
other hand, the healthcare professional staff involved in the 
clinical trial (nurses, physicians, virologists, technicians,  
students, etc.). There are no exclusion criteria. The sample  
covers the entire population. An estimated number of participants  
is shown in Table 1.

Study settings
The TTVguideIT trial is conducted in 6 European countries, 
as shown in Table 1. In these countries, the trial is conducted 
at a total of 13 clinical centers, so the survey is administered at  
these centers (Table 1).

Recruitment process
Adult recipients of a kidney are invited to participate in the 
TTVguideIT trial within the first two weeks following trans-
plantation. Patients who give their written informed consent 
to participate will first be enrolled in a screening phase of the 
study. Following the completion of this phase, if all inclusion  
criteria are met and no exclusion criteria are present, they will 
be enrolled in the clinical trial and randomised at the end of 
the fourth month after transplantation (Visit 1). Participants 
will then attend an outpatient clinic every six weeks, up to and  

R

1 Abbreviations: ELSI: Ethical, legal, and social implications; GDPR: General 
Data Protection Requirement; TTV: Torque Teno virus
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including month 12 after transplantation (Visit 2–Visit 6). Follow-
up will be performed until month 13 post-transplantation (V7).

Patients: Once enrolled in the TTVguideIT trial, participants 
are invited to participate in the ELSI Study during the Visit 
2. Once we have obtained their written informed consent,  
participants are invited to complete the questionnaire. The  
information sheet and the questionnaire (see extended data) will 
be distributed simultaneously, and the participants can decide  
whether they prefer to fill out the survey online (by clicking 
a QR code) or fill out the printed copy and return it on the  
following visit.

Healthcare professionals: The trial coordinator at each site 
will distribute the information sheet and the questionnaire to 
healthcare professionals (see extended data). After we have 
obtained their written informed consent, healthcare profes-
sionals are invited to complete the questionnaire. Each person  
can complete the quetsionnaire only once. However, there 
will be at least two cut-off points to collect their responses in 
case some are absent during the first call for participation. To 
ensure an equal period of participation in the study across all 
study sites, participation will be offered 6 months after the  
start of the clinical trial or alternatively one year after the start 
of the clinical trial. Like patients, they can choose to complete  
the survey online or on paper.

The information sheet for both groups include the objec-
tives and procedures of the study, risks and inconveniences  
(see extended data). Participants can decide if they prefer to 

access the survey online, or if they prefer to fill the printed 
copy. In the online platform, the authorization to participate is 
requested, and once the subjects authorize, the question-
naire begins. The survey is attached to the information sheet 
and the link to complete the survey online. Participants can 
decide if they prefer to access the survey online, or if they pre-
fer to fill the printed copy. If they fill out the printed copy, 
they will return it to the coordinator of the trial in a sealed 
envelope that will be provided.

Data collection
Data will be collected using online surveys or hardcopy ver-
sions that participants can return anonymously. A web platform 
will be made available to only participants and members of the 
research team, with a personal use code issued on the online 
platform. Participants give the needed sociodemographic infor-
mation. The responses to the questions are fully anonymous.  
Each participant must submit their written responses to the 
coordinator in a sealed envelope. The trial organizer will  
collect sealed envelopes from patients and professionals. The  
trial coordinator will send it to the research coordinator of the  
ELSI study at the University of Granada.

The trial coordinator will bundle all of the envelopes  
containing responses from both patients and professionals and 
mail them to WP 2 at the University of Granada. Data will be  
collected using online surveys or printed copies that participants  
can return anonymously. Participants will provide the needed  
sociodemographic information. The responses to the questions  
are fully anonymous.

Table 1. Centres involved in the TTVguideIT trial and estimated participants.

Country Center Former Recruitment 
Target (TTVguideIT)

Austria Medical University of Vienna 44

Medizinische Universität Innsbruck 22

Medizinische Universität Graz 12

Ordensklinikum Linz 12

Czech Republic Institute of Clinical and Experimental 
Medicine (IKEM)

15

France CHU Grenoble Alpes 12

Les Hôpitaux Universitaires de Strasbourg 10

Germany Technische Universität Dresden 28

Universitätsklinikum Regensburg 12

CHARITE Universitätsmedizin Berlin 12

Spain Hospital La Fe Valencia 12

The Netherlands Leiden University Medical Center 30

UMCG Groningen 39

Total 260
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Questionnaire development
The questionnaires address ethical, legal and social issues 
(ELSI) that arise in the context of clinical trials, and spe-
cifically explore the experience within the TTVguideIT trial  
(see extended data). The questionnaires (for both participants 
and professionals) consist of four sections: the first relates 
to the reasons/motivations why participants or professionals  
are involved in this clinical trial; the second relates to an assess-
ment of the extent to which participants may have therapeu-
tic misconceptions; the third relates to their experience of 
the informed consent process; and the fourth relates to their 
concerns about privacy. Finally, some demographic data  
(age range, gender) are collected. The research team decided 
to ask for the age range to minimize any remote possibility 
of re-identification. The research team involved patient  
representatives from the Spanish National Federation of  
Associations for the Fight against Kidney Diseases (ALCER) 
in the design of the questionnaire to ensure the readability 
and relevance of the topics addressed. Patient representatives 
reviewed the draft survey and provided feedback. In translating  
the questionnaires, the research team was supported by the  
clinical trial center representatives in each country.

Once the survey was translated from English into Czech, Dutch, 
French, German, and Spanish, the online survey was prepared 
using the Qualtrics platform. This platform ensures that the 
data is secure and compliant with ISO 27001 International  
Organization for Standardization; GDPR (EU’s General Data  
Protection Requirement).

Privacy and data protection
The research team will not receive or collect any person-
ally identifiable information, such as name, date of birth, 
social security number, etc., only self-reported background 
information, such as age range and gender. Only authorized 
researchers on the study team will see the survey responses.  
Participants will use a code provided on the platform to access 
the survey. The code will be secured and the survey data will 
be stored at the University of Granada for a maximum of 
8 years. In the case of paper documents, the research team  
will assign a numerical code to the documents as soon as they 
are received. When the study data are published, the information  
will be presented at the group level. Individuals will not be  
identified. The results of the study will be published in a  
peer-reviewed journal.

The information obtained either at the time of recruitment of 
panelists or at the time of responding to the survey question-
naires is protected by Law 12/89, which regulates the man-
agement of statistical data in Spain. To protect the anonymity 
of the respondents, none of this information can be processed 
or distributed other than in numerical and aggregated form.  
The University of Granada applies the appropriate security 
measures to comply with Organic Law 3/2018, of December 
5, on the Protection of Personal Data and the Guarantee 
of Digital Rights. Following the General Data Protection Reg-
ulation 2016/679, of April 27th, approved by the European  
Parliament and the Council, if personal data is collected, you  

may exercise your rights of access, rectification, portability,  
cancellation and opposition at any time. However, as this  
questionnaire is anonymous - without reference to personal data 
- the GDPR does not apply.

Ethics
The ELSI study adheres to the Declaration of Helsinki. The  
survey gathers data in an anonymous manner, devoid of any  
personal identifiers. Written informed consent is obtained from 
all participants, both patients and healthcare professionals.  
Ethics approval has been obtained from the Ethics Committee 
of the Institute for Clinical and Experimental Medicine and the 
Thomayer University Hospital in the Czech Republic (register  
number: 21106/22, A-22-23; date: 09/01/2022), and from the 
Ethics Committe of the Hospital Universitario y Politécnico 
La Fe, Valencia, Spain (register number: 2022-622-1; date: 
07.20.2022). Following discussions with the local Institu-
tional Review Boards in Austria, France, Germany, and The  
Netherlands, it was determined that neither an ethical  
evaluation nor the consultation of the local ethics committee 
was required. The trial was approved on 04.07.2022 via CTIS  
for all participating countries. Written informed consent to  
participate will be obtained from all participants.

Dissemination
The results will be disseminated via publication in a peer-
reviewed medical journal and may be presented at local, 
regional, national and international conferences.

Limitations
Since our survey is administered as part of a clinical trial, a 
low participation rate is possible. Although the estimated time 
to complete the survey is approximately 10 minutes, some 
patients participating in the clinical trial may decline to par-
ticipate in the survey precisely because they are already  
enrolled in the TTVguideIT trial. Participating in a second 
sub-study may take some time and they may not want to share 
more time. Similarly, healthcare professionals may not have 
enough time. In addition, some survey concepts are complex. 
Although we have shared the questionnaire with the research 
team in each country to review and clarify questions, some  
respondents may have difficulty understanding some of the  
questions to make a meaningful assessment.

Conclusions
This ELSI study is innovative in several ways. First, it proposes 
to explore the therapeutic misconception not only in patients 
who participate in a clinical trial but also in healthcare profes-
sionals involved in the research. The findings can shed some 
light on what factors contribute mainly to this phenomenon. 
Second, to the best of our knowledge, no prior studies have 
explored how both patients and professionals who participate  
in the same clinical trial perceive the informed consent proc-
ess they are involved in as part of said trial. By exploring both 
views, we might identify some discrepancies in the way in 
which participants and professionals perceive the transparency 
and clarity of the communication. This study may help future  
research design and implementation to include participants’  
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perspectives on the informed consent process, privacy and data  
protection concerns, and aspects aimed at avoiding therapeu-
tic misconceptions. We hope that this protocol will encour-
age ethical nurses to further develop research to address how 
to improve the ethical, legal, and social aspects of patient par-
ticipation in clinical trials, as well as the ethical performance 
of healthcare professionals. Nurses often have a unique per-
spective on health care delivery, patient care, and the health 
care system as a whole. As such, their frontline experience  
can provide valuable insights into patient needs and expe-
riences that can inform the design and conduct of ethical  
research studies.

Data availability
No data are associated with this article.

Extended data
OSF: ELSI study - TTV guide TX: DOI 10.17605/OSF.IO/
TPMVK

This project contains the following underlying data:

The information sheets and the questionnaires for patients and 
for professionals are available at the Open Science Framework  
repository: DOI 10.17605/OSF.IO/TPMVK

Details of license: CC-By Attribution 4.0 International
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