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EDITORIAL

BRINGING PATIENTS’ AND THE PUBLIC’S VOICES INTO HUMAN HEALTH RESEARCH

This issue of Regulatory Affairs Watch gives us the opportunity
to thank all study participants for their involvement in
our human research projects. Without them, trials would
simply not happen. Yet what is at stake when involving
patients and public in clinical research goes far beyond their
enrolment in trials. It is now widely recognised that patients’
contributions help address areas and questions in research
that are important and relevant for not only patients but
also the public at large. Giving patients and the public a role
in shaping clinical trials in terms of inclusion and exclusion
criteria, design, and outcomes helps research teams to
ensure a trial is feasible, practical to run, and relevant to
patients (see Box 1 on the next page for various profiles of
PPI contributors). At the same time, the effects of potentially
biased lobbying - for example the role the US Alzheimer’s
Association reportedly played in the recent aducanumab
FDA approval case - should also be taken into consideration
when promoting public involvement in clinical research. We
can only hope that the involvement of patients in academic
research will counterbalance such a drift.

Some countries are ahead in the field of patient engage-
ment. Researchers in the UK, for instance, have been
involving patients’ perspectives in clinical research for
more than 15 years. In Switzerland, a growing number
of clinical research projects engage patients; however,
patient and public involvement (PPI) has not yet been
implemented equally at all stages of research projects.

Similarly, all research institutions are not at the same stage
of development. This is partially explained by the fact that
PPI requires both a political push and a shift in thinking
in the minds of researchers. Such a change in the human
health research paradigm should also be accompanied by
consistent resource allocation, including compensation for
the time dedicated by patients and the public. A greater
effort to include PPI in academic clinical research will be
rewarded because it will help to limit research waste and
increase the impact of research on public health.

The PPI ball has started rolling in Switzerland - slowly but
surely! In this issue of RA Watch, we illustrate where active
Swiss stakeholders stand on this subject and how they are
promoting PPI in clinical research.

® DEEP DIVE: Our first Deep Dive article takes a look at the
Swiss PPI regulatory environment from a clinical research
perspective. Our second Deep Dive article depicts PPI
benchmarks and initiatives that exist in Europe and
North America from a patient advocacy perspective.

® NEWS FROM: As the research funding organisation for
the investigator-initiated clinical trials (IICT) programme
in Switzerland, the Swiss National Science Foundation
(SNSF) describes the role patient experts now play in the
evaluation of clinical research applications. In addition,
swissethics and Swissmedic describe their PPI initiatives.


https://lowninstitute.org/fda-approval-of-new-alzheimers-drug-sets-a-dangerous-precedent/
https://lowninstitute.org/fda-approval-of-new-alzheimers-drug-sets-a-dangerous-precedent/
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® VIEWS AND OPINIONS: EUPATI CH discusses how it
promotes PPI through its patient education programmes
and provides details of the new Swiss training module it
is currently developing. How do patient organisations
view PPI? What are some of their PPI initiatives? What
do they think is still missing? The patient organisa-
tion ProRaris addresses these questions and more in
its article. And the Swiss Academy of Medical Sciences
presents a sum mary of how to make clinical research
in Switzerland more patient-centred from its recently
published White Paper: Clinical Research.

® CASE STUDIES: Case studies from the field at Geneva
University Hospitals and the University Hospital Basel
provide excellent examples of PPI in clinical research and
highlight its practical benefits.

® INNOVATION CORNER: And last but not least, the
Swiss Clinical Trial Organisation (SCTO) presents its new
national PPI project, which includes plans for a national
PPI hub.

After reading this issue, we hope people involved in aca-
demic human research projects will all be motivated to see
and evaluate their projects through the eyes of patients
and the public.

On a personal note, at a time of many changes within the
team of the SCTO’s Regulatory Affairs Platform, I would like
to take the opportunity to acknowledge the tremendous
work and dedication that Séverine Méance provided in her
role as RA Watch Editor — as she established this newsletter
and helped it flourish. I also join the RA Platform’s mem-
bers in recognising and thanking successive RA Platform
Coordinators Laure Vallotton, Séverine Méance, and Loane
Warpelin-Decrausaz for the commitment and dedication
they brought to this project. And finally, I would like to
welcome and thank Isabelle Guilleret, who has taken over
the RA Platform’s coordination ad interim.

-

Laure Vallotton Séverine Méance

Box 1: Various profiles of PPI
contributors

Individual patients: People who have personally
experienced living with a disease. They may not
have technical knowledge of the R&D or regulatory
processes but can contribute their personal experi-
ence with a disease and its treatments.
Carers/caregivers: People who support individual
patients, for example family members, volunteer
helpers, and paid assistants (with the exception of
healthcare professionals).

Patient advocates: People who have in-depth
knowledge of a specific disease and experience in
supporting larger groups of people who live with
a specific disease.

Patient organisation representatives: People with
a mandate to represent and express the collective
views of a patient organisation on a specific issue
or disease area.

Patient experts: People with expertise on a specific
disease and technical knowledge of the R&D and/
or regulatory processes that has been acquired
through training or experience.

Source: Adapted from Haerry et al.’s article from 17 August 2018
in Frontiers in Medicine: https://doi.org/10.3389/fmed.2018.00230

Loane Warpelin-Decrausaz

Marc Froissart, Director of the Clinical Research Centre
(CRC) Lausanne, on behalf of the RA Platform

Isabelle Guilleret


https://www.frontiersin.org/articles/10.3389/fmed.2018.00251/full
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DEEP DIVE

PPI IN SWITZERLAND:
A REGULATORY PERSPECTIVE

REGULATORY ASPECTS OF PATIENT AND PUBLIC INVOLVE-
MENT IN ACADEMIC CLINICAL RESEARCH IN SWITZERLAND

Authors: Deborah Eberle' and Marie Mi Bonde Hansen? with contributions from Anouk
Fricker® and Marina Roggo®
Affiliations: 'Clinical Trials Center (CTC) Zurich, ?University of Basel, Department of Clinical Research (DKF), and

sUniversity Hospital Basel
Patient and public involvement (PPI) describes the active engagement
of patients and the public in different aspects of clinical research.
This Deep Dive article covers the current situation of PPI in academic
clinical research in Switzerland, giving examples of local support and
initiatives that are currently offered by university hospital clinical
trial units (CTUs) and also addressing the lack of legislation related to
PPL In addition, it provides an overview of data protection regulations
to be considered when working with data generated during PPI and
ends with a discussion of the key issues related to PPI in Switzerland.

WHAT IS PATIENT AND PUBLIC INVOLVEMENT IN CLINICAL RESEARCH?

PPI in clinical research — as defined by INVOLVE, the for-
mer advisory group of the National Institute for Health
Research (NIHR) in the United Kingdom - is “research
being carried out ‘with’ or ‘by’ patients and members of the
public rather than ‘to’, ‘about’ or ‘for’ them”. The overall
aim of PPI is to make clinical research more relevant to
patients. Patient representatives can take part in different
activities throughout the research process, as illustrated

in the PPI Guide for Researchers by the Swiss Clinical Trial
Organisation (SCTO) (see Figure 1 on the next page). For
example, patient representatives can be involved in the
identification of research questions or unmet medical needs
and the prioritisation thereof by filling in a questionnaire.
When designing a study or applying for funding, they can
give input about study endpoints that reflect patients’
priorities. These endpoints may be translated in studies as



https://www.invo.org.uk/
https://www.scto.ch/en/publications/fact-sheets.html
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patientreported outcomes (PROs) or the measurement of
outcomes (patient-reported outcome measures (PROMs)).
With their knowledge based on personal experience,
patient representatives can also offer advice on patient-
friendly study design through interviews or focus groups.
Patient representatives can also be involved in the study
process and its management by being part of an advisory
group. During the process of data analysis, patient rep-

resentatives can provide insight into their interpretation
of study results. When disseminating and implementing
study results, patient representatives can play a crucial role
by identifying the dissemination audience and strategies
and by helping provide study results in lay language. In
the evaluation stage, patient representatives can help to
evaluate the impact of patient involvement and identify its
strengths and weaknesses in order to guide future projects.

Figure 1: Possibilities for involving patients and the public in academic clinical research

Possibilities for PPI

Evaluation (6)

Patients and the public can:
help evaluate the impact of patient
involvement
provide relevant knowledge for
future research projects

Dissemination and
implementation (5)

Patients and the public can:
help communicate the results
of a study in lay language
identify who benefits from
study results
support communication to a
wider audience

Data analysis (4)

Patients and the public can
check whether their interpretation of the
data matches that of the researchers
help identify potential research topics for
future studies

Source: SCTO’s PPI Guide for Researchers

LEGAL BASIS FOR PPI IN SWITZERLAND

In 2015, the Federal Council evaluated the participation
rights of patient organisations and patient involvement in
health policy processes as part of its Health2020 strategy
(Swiss Confederation 2015). One goal of Health2020 was
to “empower insurees and patients” while focusing on
“increasing the health skills and individual responsibility
of insurees and patients”, which would lead to a promotion
of patient involvement (see Objective 2.3, FOPH 2013).
However, it was concluded that no federal law for a central
information point about patient rights issues would be
established due to the complicated nature of shared com-
petences between the cantons and the federal government.
This decision was affirmed after an interpellation in 2020
(Swiss Parliament 2020). Nevertheless, the promotion
of health literacy remained an objective of the Federal
Council in Health2030 in order to increase access to health
literature and information and to support patients’ deci-
sion-making in health-related issues (FOPH 2019). Examples
of this support are initiatives such as the national license
for the Cochrane Library and the information portal of

(W

Identification of research questions (1)
Patients and the public can:
« identify relevant research questions or
unmet medical needs
« help prioritise research questions
« establish contact with target patient
group(s)

Study design and funding

application (2)

Patients and the public can:

* propose outcome measures/study
endpoints that matter most to
patients
support the development of methods
that are appropriate for patients
improve the recruitment strategy

Management and study process (3)

Patients and the public can:

+ provide advisory support during the whole study
project

» help develop patient information and other
material, e.g. general consent forms

the Swiss Red Cross (migesplus.ch). The Federal Council
supports the involvement of patient organisations in
health policy processes but has not expressed any intention
to legally anchor this involvement (Swiss Confederation
2015).

Despite the lack of legislation related to PPI in Switzerland,
PPI guidelines exist, for example the Pharma Cooperation
Code for the pharmaceutical industry, which focuses on
advisory activities of patient organisations and potential
conflicts of interest. According to the code, these advisory
activities are only allowed “if such consultancy tasks or
services are provided to support healthcare or research
and cannot be interpreted as an incentive to recommend,
prescribe, acquire, deliver, sell or administer specific
medicinal products”. The Swiss Ordinance on Organisa-
tional Aspects of the Human Research Act (OrgO-HRA) sets
forth considerations regarding the work processes of ethics
committees, which may also include patient members.



https://www.bag.admin.ch/bag/en/home/strategie-und-politik/gesundheit-2020/eine-umfassende-strategie-fuer-das-gesundheitswesen.html
https://www.cochranelibrary.com/
https://www.migesplus.ch/en
https://www.scienceindustries.ch/_file/27936/Pharma-Kooperations-Kodex_Mai%202020_E.pdf
https://www.scienceindustries.ch/_file/27936/Pharma-Kooperations-Kodex_Mai%202020_E.pdf
https://www.fedlex.admin.ch/eli/cc/2013/644/en
https://www.fedlex.admin.ch/eli/cc/2013/644/en
https://www.scto.ch/en/publications/fact-sheets.html
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PPl AND SWISS DATA PROTECTION LEGISLATION

As part of a political and legal basis for addressing PPI,
data protection needs to be taken into account. Data
generated in PPI processes are not typically covered by
the Human Research Act (HRA) but may be protected
by federal or cantonal data protection legislation. Gen-
eral data protection principles such as lawfulness, data
minimisation, purpose limitation, transparency, account-
ability, integrity, accuracy, and data security need to be
followed. The main considerations for determining which
law is applicable and the extent to which it is applicable
are firstly, whether the data is anonymised and therefore
cannot be reidentified in any way and secondly, who
processes the data (see Figure 2).

When processing personal data, private organisations
must comply with the Federal Act on Data Protection
(FADP), whereas cantonal institutions such as university
hospitals must comply with their canton’s data protection
laws. According to the FADP, a data subject’s consent is,
as a rule, required for data processing within the scope
of PPI. Cantonal data processors usually require a legal
basis, which varies between cantons. When health data is
processed, generally stricter requirements must be met,
such as explicit consent or express authorisation for data
processing in a law. Unlike personal data, anonymised
data are not covered by any data protection legislation.

Figure 2: Overview of data protection in Switzerland as it relates to personal and anonymised data

Data
Cantonal institutions Private organisations

Applicable data protection acts

Cantonal legislation on data
protection

Federal Act on Data Protection
(FADP)

Personal

Basis for data processing

Statutory or consent, depending
on cantonal laws

Consent

Anonymised

No applicable data protection legislation

Sources: FADP (see Art. 3, let. a) and the glossary of the Federal Data Protection and Information Commissioner (in German)

PP1 SUPPORT AND GUIDANCE FROM SWISS ACADEMIC CLINICAL RESEARCH

PPI in clinical research has increasingly attracted the
interest of not only political stakeholders but also patients,
patient organisations, research infrastructures, and fund-
ing bodies. There are individual initiatives for PPI, such as
the Patient Advisory Board initiated by the Swiss Group for
Clinical Cancer Research (SAKK) and the PPI Fact Sheet and
PPI Guide for Researchers created by the Swiss Clinical Trial
Organisation (SCTO) and endorsed by the Swiss National
Science Foundation (SNSF). The SNSF includes PPI as one of
its funding criteria for academic clinical trials and involves
patient representatives in the evaluation of projects (see
SNSF article on p. 14). In addition, many PPI initiatives
exist at university hospitals and their CTUs. However, there
is currently no national initiative to support, promote, or
harmonise these individual initiatives. This is in contrast
to other countries, such as Canada and the UK, that have
established national initiatives.

The five university hospitals in Switzerland and their asso-
ciated CTUs have launched several individual initiatives
to guide, advise on, and promote PPl For instance, the
Department of Clinical Research (DKF) at the University of
Basel has developed brief internal guidelines for PPI with
references to further resources. The Clinical Trials Center
(CTC) at the University Hospital Zurich (USZ) is planning to
set up guidelines and as a first step has started a master’s

thesis project in order to get an overview. The DKF in Basel
and Lausanne University Hospital (CHUV) also offer specific
consulting services for researchers for including PPI in
their projects. Other initiatives that have been launched
to support PPI in clinical research include the CTU Bern’s
plans to establish a basic toolbox for PPI and its lectures on
PPL The DKF in Basel and the European Patients’ Academy
on Therapeutic Innovation Switzerland (EUPATI CH) are
collaborating to establish training for patients on clinical
research and patient engagement in Switzerland. Addition-
ally, the DKF is planning discussions on how to integrate a
patient panel into research activities. CHUV has organised
a consultation involving parents and children to evaluate
general consent documents for minors. Moreover, CHUV
has organised several focus groups with CHUV patients to
discuss research results disclosure. The CTC at the USZ is
preparing to add patient-focused information to its website,
including links to lay summaries. The USZ has also started
a hospital-wide initiative to digitalise and harmonise
PROM:s. Further, an initial initiative to include patients
in data entry into case report forms has been launched.
Geneva University Hospitals (HUG) have the only university
hospital initiative that unites all PPI resources, guidelines,
and consulting in one project; this initiative is led by the
Clinical Research Partnership Team (PARTNER REC) (see
CASE STUDY on p. 33).


https://www.fedlex.admin.ch/eli/cc/1993/1945_1945_1945/en
https://www.edoeb.admin.ch/edoeb/de/home/datenschutz/ueberblick/glossar.html
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DISCUSSION OF KEY ISSUES

Individual PPI initiatives launched by university hospitals
and their CTUs show different approaches and levels
of development. Concurrently, a national PPI approach
across organisations is being developed by the SCTO (see
INNOVATION CORNER article on p. 36). A harmonised
initiative at the federal level is lacking and there is no
legal or regulatory framework in place specifically for
PPI in Switzerland. Federal legislation or guidance could
help promote and facilitate good practises, for example
on managing competing interests and conflicts of interest
when conducting patient engagement activities, and
could help to clarify requirements for processing personal
and health data generated in PPI processes.

CONCLUSION

PPI in academic clinical research aims to promote the
empowerment of patients and increase the relevance
of research to patients and the general public. While
clinical research projects are regulated through the
HRA and its related ordinances, a legal anchor for PPI
is not currently in place — nor is one being planned - in
Switzerland. A national initiative from the SCTO spanning
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DEEP DIVE

PPI ABROAD:
A PATIENT ADVOCACY PERSPECTIVE

THE EVOLVING PRACTICE OF PATIENT AND PUBLIC INVOLVE-
MENT IN EUROPE AND THE UNITED STATES

Authors: David Haerry'?, Nicholas Brooke®, Maria Dutarte*, and Jan Geissler® with input
from Neil Bertelsen®

Affiliations: "Positive Council Switzerland; ?European AIDS Treatment Group (EATG), Brussels; *Patient Focused
Medicines Development (PFMD), Brussels; “European Patients’ Academy on Therapeutic Innovation (EUPATI) Foun-
dation, Utrecht; “Patvocates Network, Munich; and *Health Technology Assessment international (HTAi)

Patient and public involvement (PPI) in academic human research
has been evolving in the United States and Europe since the early
1980s, when it was jump-started by activists responding to the HIV
pandemic. This article provides a brief look at the development of PPI
in academic human research in the US and Europe, highlights the PPI
initiatives of several US and European organisations, discusses how
PPI is gaining momentum in health technology assessment bodies,
and provides recommendations for various stakeholders on how to
incorporate more PPI into academic human research.
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THE DEVELOPMENT OF PPI IN THE UNITED STATES AND EUROPE

Similar to health systems, the academic research environ-
ment was not originally planned around the patient. With
the Declaration of Helsinki adopted only in 1964, we are
still struggling to make patients’ and society’s needs the
ultimate arbiter of what is acceptable, reasonable, and a prior-
ity for patients in academic human research. The change in
the historical relationship between healthcare profession-
als and patients became evident during the HIV pandemic
in the early 1980s, a time of increased political activism
towards social acceptance. HIV activists used their existing
advocacy know-how to successfully lobby public health
authorities such as the US Food and Drug Administration
(FDA). Activists’ main argument was that the regulatory
process should serve patients’ interests and thus enable
faster approvals and early access to life-saving medication.
As a result of their efforts, the FDA started collaborating
with patients in 1988 and, ultimately, promising HIV drugs
were released on a parallel track before approval.

In Europe, it was again HIV patients in the 1990s knocking
at the doors of the newly established European Medicines
Agency (EMA) who inspired the regulator to adapt Euro-
pean legislation and lay the groundwork for involving
patients in all its processes and decision-making. This activ-
ism established a precedent for collaboration with patients
with all indications, accelerated approval processes, and
introduced expanded access pathways.

Today, PPI is becoming increasingly integrated into aca-
demic human research. Stakeholders beyond medicine
- including those in the areas of digital health and data,
medical devices, and health systems — better understand

the value of patient involvement; however, fragmentation
remains an obstacle to replicability, scaling, and adop-
tion across health systems. This often results in a gap
in patient-centred outcomes addressing unmet needs,
in lower performance of healthcare stakeholders, and
in increased costs to society. Improved patient involve-
ment can drive the development of innovative medicines,
devices, digital health, and care services that deliver more
relevant and impactful patient outcomes. Patient involve-
ment can also make medical product development faster,
more efficient, and more productive. In addition, it leads
to a better understanding of patients’ needs, better priori-
tisation of early research, improved decision-making and
resource allocation, and trial protocol design that better
reflects patients’ needs. Consequently, PPI lowers potential
barriers to patient participation, enhances recruitment,
and increases retention.

Historically, the US has been the main driver of PPI because
of the FDA'’s active role in writing its own legislation.
Recently, the UK has become a European leader in PPI in
terms of its number and range of initiatives. And although
generally, little legislation directly related to PPI exists
in Europe, there are several examples of European and
national guidance and initiatives as well as many initia-
tives from individual organisations (see Box 1 at the end
of this article for a selection of PPI legislation, guidance,
and initiatives in Europe and North America). The follow-
ing organisations demonstrate several of the efforts being
made to achieve more patient involvement in academic
human research in the US and Europe.
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A SELECTION OF ORGANISATIONS IN THE US AND EUROPE WITH PPI INITIATIVES

US Food and Drug Administration (FDA)

Since 1988, the FDA has taken several measures to engage
patients in its processes (see its summary Evolution of
Patient Engagement at the FDA). It has shaped the most
recent efforts to advance the patient voice in regulatory
processes through the Patient-Focused Drug Development
Program with the development of four FDA guidances
articulating how stakeholders should collect and submit

European Medicines Agency (EMA)

At its creation in 1995, the EMA had no formal policy
for talking to patients. Members of the European AIDS
Treatment Group (EATG) approached the EMA in 1996
and asked the agency to accept running pivotal studies
with biomarkers instead of clinical endpoints to shorten
the time to approval. Regulators understood that patients
had something important to say and agreed to meet and
start discussions with them. The EATG was also the first
to alert the EMA about worrying side effects observed in
HIV patients under combination therapy in 1997 - an
observation that resulted in regulators changing their
pharmacovigilance strategy from reactive to proactive,
especially in fast-track approved medicines.

From 2000 onwards, the EMA made patient representatives
full members of its Committee for Orphan Medicinal Prod-
ucts (COMP). The agency realised it required legislation
enabling further integration of patients in its processes.
Regulation (EC) No. 726/2004 of the European Parliament
and of the Council of the European Union, in particular
Article 78(1), gives the EMA additional responsibility to

input from patients to contribute to medicine develop-
ment and regulatory processes. There is an increasing
expectation that the FDA will make patient engagement
mandatory in regulatory documents (e.g. patient experi-
ence data). This is only the beginning of a series of public
health authority efforts to build better patient voices in
development and decision making.

develop contact with patients and consumers. On this
basis, the agency established its Patients’ and Consumers’
Working Party (PCWP), a platform for patients and con-
sumers to exchange information and information with
the EMA. In 2005, the EMA introduced a well-balanced
framework for its interaction with patients and consumers,
which has been improved and updated over the past 15
years (see revised framework). This framework has further
inspired many external parties, such as the European
Patients’ Academy on Therapeutic Innovation (EUPATI),
the FDA, and the pharmaceutical industry, to establish or
improve a structured, balanced, and meaningful approach
to interacting with patients and the public.

Today, patients are fully active members on almost all of
the EMA’s working parties and decision-making commit-
tees. In 2020, the EMA reduced its activities due to the
COVID-19 pandemic. Nevertheless, patients were involved
in 102 scientific advice procedures, 42 scientific advisory
groups, 228 committee consultations, and 203 document
reviews (see the EMA’s website for more PPI initiatives).

European Patients’ Academy on Therapeutic Innovation (EUPATI)

The EUPATI project was launched in 2012 and funded by
the Innovative Medicines Initiative (IMI). The driving force
of EUPATI is the idea that involving patients in medicines
research and development has important benefits. To
enable patient involvement, it is essential that the processes
and methods are understood by patients and that patients
learn where and how they can make a meaningful impact.

Today, EUPATI is a non-profit foundation that is structured
as a multistakeholder public-private partnership. The
EUPATI approach is now gaining ground within academic
research as we understand patient involvement increases
the impact of research and enhances its acceptance by soci-
ety. A quarter of EUPATI’s partners are academic research
institutions. One of them is the European infrastructure for
translational medicine (EATRIS), representing over 100 aca-

demic centres. Another collaboration was launched with
ERA PerMed, a funding scheme for research in personalised
medicine. Through these collaborations, EUPATI seeks to
enhance patient involvement and promote patients as
active partners in the processes of academic research (see
EUPATI article on p. 22).

Currently, the pool of EUPATI patient experts exceeds
200 individuals. They have been engaged in advisory
roles, acted as trainers and speakers, supported patient
organisations, reviewed trial protocols, and contributed
to trial designs. Their involvement in academic research
is increasing, as expressed by one EUPATI Fellow: “[I have
been] involved in research activities and doing research and
writing a scientific medical article, assessing proposals for
medical research on the patient perspective.”
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Patient Focused Medicines Development (PFMD)

Back in 2015, key stakeholders involved in the life
cycle of medicines agreed that more effective patient
involvement was needed to ensure that patients’ needs
and priorities are identified and met. Patient engagement
was very productive in some areas but somehow isolated,
inconsistent, and fragmentary within organisations,
between organisations, in different stakeholder groups,
and in different regions. This led to the creation of the
Patient Focused Medicines Development (PFMD) initia-
tive, a global network that includes over 35 partners
from patient organisations, industry, hospitals, and
the regulatory area with the aim of promoting a more
patient-centred healthcare system that benefits patients
and health stakeholders.

Progress toward a shared, replicable, scalable, and
adoptable model for patient involvement requires a joint,
precompetitive, open, and international approach by all
stakeholders, including academic researchers. It is neces-
sary for them to work in true partnership to map, analyse,

and consolidate good practices, to identify gaps, and to
develop a comprehensive suite of methodologies, tools,
and frameworks. This is the purpose of PFMD’s Patient
Engagement Suite, which is a global hub of practical
tools that can be used to plan, assess, and execute PPI
initiatives.

In addition, the growing need from various stakeholders
to consult the patient community for respective decision
points has led to several multistakeholder initiatives aimed
at harmonising the understanding of the patient experi-
ences, and turning it into patient-centred, relevant data
for various decision points across systems and stakeholder
groups. One example of this is the PFMD’s Patient Engage-
ment and Patient Experience Data project, which helps
better integrate stakeholder-specific needs and patient
engagement in decision-making. Another example of such
a project is the Patient Centered Core Impact Set (PC-CIS)
initiative, launched by the US National Health Council (a
founding member of the PFMD).

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH)

The International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use (ICH)
published a Reflection Paper on patient-focused drug
development in March 2021. The paper articulates key
areas where the incorporation of the patient’s perspec-
tive could improve the quality, relevance, safety, and

Health technology assessment (HTA) bodies

Health technology assessment (HTA) bodies are also
looking to promote a more systematic approach to patient
engagement. The UK’s National Institute for Health
and Care Excellence (NICE) and its National Institute
for Health Research (NIHR) Centre for Engagement and
Dissemination as well as the Canadian Agency for Drugs
and Technologies in Health (CADTH) and the inter-
national Health Technology Assessment international
(HTAI) Interest Group for Patient and Citizen Involvement
in HTA (PCIG) have delivered and are working on guidance
or initiatives to better involve patients in decision-making
and evidence generation. The pioneers of this approach
were the pan-Canadian Oncology Drug Review agency
(pCODR), which called for written input from oncology
patient groups, and NICE, which established an early PPI
team. Processes have been further enhanced by the HTAi

performance of drug development and inform regulatory
decision-making. This paper is a first step towards new
ICH guidelines aiming “to provide a globally harmonized
approach to inclusion of the patient’s perspective in a
way that is methodologically sound and sustainable for
both the regulated industry and regulatory authorities”.

and adopted by many of the world’s leading HTA bodies,
including France’s Haute Autorité de Santé (HAS) and
the Scottish Medicines Consortium (SMC). A standard
set of questions are now used by most HTA bodies to
gain input on patient-relevant unmet needs and patients’
experience of current healthcare practices. HTA bodies
and regulatory agencies such as the FDA and the EMA
are also progressing to more systematically incorporate
the voice of the patient and patients’ lived experience
through the use of patient experience data (PED) in their
review and approval processes for new drug submissions
and value assessments (see related EMA report). These
agencies are also adopting patient involvement practices
within their early dialogues (scientific advice) with medi-
cine developers.
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RECOMMENDATIONS FOR FUNDING INSTITUTIONS, APPLICANTS, AND PATIENTS TO INCREASE PPI IN

ACADEMIC RESEARCH

The contributions of patients, caregivers, patient advo-
cates, patient experts, and patient organisations to the
design of clinical research and development have been
well established through frameworks, tools, and educa-
tional resources by organisations and networks such as
EUPATI, PFMD, and INVOLVE UK. However, applicants for
research grants as well as funding bodies have experi-
enced challenges putting systematic engagement with the
patient community in collaborative research projects into
practice. One exception to this is the Patient-Centered
Outcomes Research Institute (PCORI) in the United States,
which involves patients by design.

Patient representatives can play different roles when
research projects are being designed, when collaborative
groups apply for funding, and when research projects are
being implemented. Within projects, patient engagement
can be established in the funding framework, partnering
concept, project design, grant application, application
review, project implementation, and dissemination of
project outcomes. Furthermore, funding institutions can
engage patients to make sure that calls for proposals are
focused on patients’ unmet needs and that the quality of
patient engagement is one of the criteria used when grant
applications are evaluated.

The EU-funded IMI is a pioneer in this area, involving
patient advocates in the definition of call topics as well
as requiring patient involvement in some call texts. More
recently, an IMI pool of patient experts was created with
157 patients and caregivers in order to further PPI. The
IMI has also funded projects which were either led or
co-governed by patient organisations (see IMI's website
for a selection of projects). The European Commission
has involved patient experts for years in independent
review panels of their funding programme Horizon 2020.
However, the absence of a clear, cohesive PPI strategy for
the EU has led to some dissatisfaction on many sides and
needs to be developed.

To address the gaps in practical methods and models for
how researchers and patients can engage in the different
phases of collaborative research projects, the Switzer-
land-based Rising Tide Foundation and the think tank
Patvocates Network have developed recommendations
and checklists for funding institutions and applicants.
These guidance documents include recommendations on
how to involve the patient community before a collabora-
tive research project starts, during the review of project
applications, and during the implementation of a research
project. They also describe how to bring researchers and
the patient community together during the application
phase, which practical engagement models and roles
in the governance and implementation are feasible in
collaborative projects, and how to measure the quality of
patient engagement and compensation models.

In addition to an effective approach, patient engagement
often requires technical knowledge like medical expert-
ise, methodological expertise, and systems expertise.
Therefore, it is essential to provide training for patient
advocates so they can understand research and contribute
to research projects effectively. Moreover, researchers
need to receive training on how to involve patients in the
most effective manner. Both EUPATI and the Workgroup
of European Cancer Patient Advocacy Networks (WECAN)
are examples of organisations that provide such training.

Some of the most important PPI initiatives in Europe
and the United States are discussed above. Like every
fundamental change, such developments take time,
and established systems and processes need to adapt.
Initiatives have proven most successful when they were
carefully planned, included a long-term perspective, and
legislative changes were made proactively. The progress
in PPI that has been achieved so far can inform future
efforts to promote and coordinate PPI in academic human
research — with the goal of providing even greater benefits
to patients and the public.

12


https://www.pcori.org/funding-opportunities/what-who-we-fund
https://www.pcori.org/funding-opportunities/what-who-we-fund
https://www.imi.europa.eu/get-involved/patients/imi-pool-patient-experts
https://www.imi.europa.eu/get-involved/patients
https://ec.europa.eu/programmes/horizon2020/en/h2020-section/public-engagement-responsible-research-and-innovation
https://www.risingtide-foundation.org/
https://www.patvocates.net/
https://www.risingtide-foundation.org/clinical-cancer-research/program-/-core-belief/patient-engagement-in-research
https://www.risingtide-foundation.org/clinical-cancer-research/program-/-core-belief/patient-engagement-in-research
https://www.eupati.eu/
https://wecanadvocate.eu/academy/
https://wecanadvocate.eu/academy/

Regulatory Affairs Watch, Issue 6, October 2021

Box 1: A selection of regulations, guidance, and initiatives on PPl in academic
human research in Europe and North America

Location, Year

Regulation, guidance, or initiative

Related organisation

Purpose

Investigational new drug, antibiotic, and

US Food and Drug Adminis-

Interim regulatory procedures to speed up the availability of new

USA, 1988 biological drug product regulations tration (FDA) therapies to despere'xtely ill patlgnts; §ppllcable to AIDS, some
cancers, and other life-threatening diseases
Mechanism for advocates to provide formal input to the FDA's

USA, 1991 FDA Patient Representative Programme FDA deqsmn-makmg process as medical prqd_u cts are regulgted; first
patient representative serves on the Antiviral Drugs Advisory
Committee and receives voting rights in 1993

Office of AIDS Coordination (est. 1988) " . . X . . .
USA., 1993 renamed Office of AIDS und Spedial FDA Build relationships with patient communities; broadened to include

Health Issues

patients with cancer and other serious illnesses

European Union,
1996

Informal dialogue with (HIV) patients

European Medicines Agency
(EMA)

Consider patients’ perspectives regarding endpoints in pivotal trials
to speed up approval

UK, 1999

Patient and Public Engagement Policy

National Institute for Health and
Care Excellence (NICE)

Involve patients, service users, caregivers, and the public — includ-
ing voluntary, charitable, and community organisations — in its work

European Union,
2000

Patients become members of the EMA's
Committee for Orphan Medicinal
Products (COMP)

EMA

Include patients’ perspectives on the committee

European Union,
2004

Regulation (EC) No. 726/2004 of the
European Parliament and of the Council

of the European Union

European Commission (EC),
EMA

Article 78(1) gives the EMA additional responsibility to develop
contact with patients and consumers

European Union,

Framework created for the EMA's inter-

2005 actions with patients and their organisa- EC, EMA Explain and consolidate the EMA's PPl methodology
tions (revised version)
European Union, Patients’ and Consumers’ Working Party EC. EMA A discussion platform for patients and consumers to exchange

2006

(PCWP)

information and ideas with the EMA

European Union,

European Patients’ Academy on Thera-

EU, Innovative Medicines

Improve patient and public education and empowerment in order to

2012 peutic Innovation (EUPATI) Initiative (IMI) improve medicines research

USA. 2012 Patient-Focused Drug Development FDA More systematically obtain the patient perspective on specific
) (PFDD) initiative diseases and their currently available treatments

European Union, EMA's Public Engagement Department EC, EMA Facilitate the EMA's engagement with the public

2014

created

International, 2015

Patient Focused Medicines Development

PFMD) initiative

Pharmaceutical industry,
medical devices industry, patient
organisations, patient networks,
and individuals

Promote a more patient-oriented healthcare system

Patient preference information (PPI) and

FDA, Center for Devices and

Incorporate the patient perspective in CDRH's regulatory decision-

USA, 2015 guidance Radiological Health (CDRH) making
" - Provide a systematic approach to collecting and submitting input

USA, 2020 Final patleht focused drug development FDA and data from patients and caregivers for medical product develop-

(PFDD) guidance released - .

ment and regulatory decision-making

Report of the Independent Medicines and Provide guiding principles for responding to and including patients’
UK, 2020 Medical Devices Safety Review The Crown perspectives in improving the safety of medicines and medical

(Cumberlege Review) devices and; recommend structural changes
European Union, EMA pandemic Task Force with patient EMA Provide a strategy for managing the COVID-19 crises and include

2020

involvement

patients in crisis management

International, 2020

New guidance, templates, and processes
for patient summary information

Health Technology Assessment
international (HTAi)

Improve patient information; in use in Scotland and being piloted in
England, Canada, Australia, and other countries

International,
European Union,
2020

Tools and resources for HTA bodies

HTAi via PARADIGM-IMI

Enable HTA bodies to quickly and effectively include patients early
in the dialogue process

International, 2021

Reflection Paper on patient-focused drug
development

International Council for
Harmonisation of Technical
Requirements for Pharma-
ceduticals for Human Use (ICH)

Promote PPI for improving drug development and regulatory
decision-making; lay a foundation for new ICH PPI guidelines

Innovative Licensing and Access

Medicines and Healthcare
products Regulatory Agency

Improve patient access to medicines by accelerating the time to

UK, 2021 Pathway (IALP) (MHRA), NICE, Scottish market
Medicines Consortium (SMC)
. . Develop and introduce clear PPI processes to ensure teams have

Proposed Patient and Public Involvement . . N . N
UK, 2021 MHRA a systematic means of engaging and involving patients and the

Strategy 2020-25 - .

public in their work

UK, 2021 MHRA pilot project on patient involvement MHRA Place patient involvement at the heart of clinical trials and medicine

in new applications

development

Canada, 2021

Guidance for Providing Patient Input

Canadian Agency for Drugs and
Technologies in Health (CADTH)

Revised guidance to increase patient input in decision-making
processes

CADTH Framework for Patient Engage-

Canada, 2021 ment in HTA (revised) CADTH Revised framework to promote PPl in HTA
Develop partnerships across the health and social care system,
UK, 2021 The NICE strategy 2021 to 2026 NICE including with regulators and patient groups; introduce new PPI

approaches to inform the evidence base for guidance development
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https://www.fda.gov/about-fda/cdrh-patient-science-and-engagement-program/patient-preference-information-ppi-medical-device-decision-making
https://www.fda.gov/about-fda/cdrh-patient-science-and-engagement-program/patient-preference-information-ppi-medical-device-decision-making
https://www.fda.gov/drugs/development-approval-process-drugs/fda-patient-focused-drug-development-guidance-series-enhancing-incorporation-patients-voice-medical
https://www.fda.gov/drugs/development-approval-process-drugs/fda-patient-focused-drug-development-guidance-series-enhancing-incorporation-patients-voice-medical
https://www.immdsreview.org.uk/downloads/IMMDSReview_Web.pdf
https://www.immdsreview.org.uk/downloads/IMMDSReview_Web.pdf
https://www.ema.europa.eu/en/documents/other/mandate-objectives-rules-procedure-covid-19-ema-pandemic-task-force-covid-etf_en.pdf
https://htai.org/interest-groups/pcig/projects/current-projects/
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https://www.gov.uk/government/news/mhra-pilots-patient-involvement-in-new-applications
https://www.gov.uk/government/news/mhra-pilots-patient-involvement-in-new-applications
https://www.cadth.ca/sites/default/files/Drug_Review_Process/patient_input_guidance.pdf
https://www.cadth.ca/cadth-framework-patient-engagement-health-technology-assessment
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GIVING PATIENTS AND THE PUBLIC A VOICE IN EVALUATING
FUNDING APPLICATIONS FOR CLINICAL TRIALS

Authors: Carolin von Schoultz, Deborah Studer, and Madlen Korneli

Affiliations: Swiss National Science Foundation (SNSF)

Since 2016, the Swiss National Science Foundation (SNSF) has been
funding investigator-initiated clinical trials (IICTs) on topics that
lie outside of industry focus but are of significance to society. This
year, patient and public representatives actively participated in
the evaluation of applications submitted to this programme for
the first time, a measure that has been overdue at the SNSF when
compared to other European funders. The inclusion of the patient’s
perspective to “standard” clinical and statistical assessments added
value to the evaluation and was an eye-opening experience for

everyone involved.

HISTORY OF PATIENT AND PUBLIC INVOLVEMENT AT THE SNSF

No decision about us without us is a credo commonly used by
representatives of patients and the public when it comes to
their important role in clinical trials. Looking at the inter-
national landscape of patient and public involvement (PPI),
we see that many funders are aligned with this vision. In the
UK, PPI has been implemented in all healthcare research
by organisations such as the National Institute for Health
Research (NIHR). Specific standards for public involvement
in UK research and guidance for researchers have already
been established. In this guidance, the NIHR views public
involvement in research as “an intrinsic part of citizenship,
public accountability and transparency” and maintains it
“helps ensure that research focuses on outcomes that are
important to the public”.

In order to foster a similar mindset in Switzerland and pave
the way towards more patient-centred Swiss clinical trials,
the SNSF added PPI as an evaluation criterion for IICT pro-
posals in 2018. After two evaluation rounds, it became clear
that assessing patient-centredness and patient relevance
requires dedicated PPI representatives. As a result, the SNSF
launched an open call for public participation at the end
of 2020 and received over 50 applications. The SNSF was
impressed by the tremendous response and the applicants’
enthusiasm to bring the patient’s view to the table.
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The following four PPI representatives, all of whom have
a background in patient advocacy and/or are active in the
dialogue between society and research, were selected:

® Larisa Aragon Castro is the vice president of the Project
Management Institute Switzerland and an executive
board member of the European Patients’ Academy on
Therapeutic Innovation Switzerland (EUPATI CH).

® Chantal Britt is the communications officer at Swiss 3R
Competence Centre and the founder and president of
the Long Covid Switzerland association.

® David Haerry is the secretary general of the Swiss Aca-
demic Foundation for Education in Infectious Diseases
(SAFE-ID) and the founder and president of Positive
Council Switzerland, an advocacy organisation for
people living with HIV.

TRAINING PPI REPRESENTATIVES

Together with an experienced PPI representative from
the UK, the SNSF held a workshop to prepare the four
representatives for their evaluation task. They had the
opportunity to discuss and share their expectations of
their role on the panel. As one of the highlights, the
process of analysing and rating PPI strategies from past
IICT calls led to a passionate discussion about how to
distinguish between a researcher’s mere good intention
and actively documented patient involvement. An internal
PPI checklist was a key outcome of the workshop. It
lists possible ways of involving patients and the public
over the lifetime of a clinical trial: from the initial study
protocol design to its evaluation, trial course, dissemin-

® Olivier Menzel is the head of strategic partnerships at
the Health 2030 Genome Center and the founder and
president of the BLACKSWAN Foundation, which sup-
ports research on orphan diseases.

These PPI representatives were tasked with evaluating
PPI aspects of the submitted IICT proposals, and they
presented their views during the evaluation meeting.
Equality among panel members is important at the SNSF,
which is why the PPI representatives had a voting right
during the evaluation meeting and were compensated for
their efforts like all other panel members.

ation, and final impact assessment. The checklist guided
PPI representatives through their proposal evaluations of
the IICT call 2020, and it also served as the basis for the
collaborative PPI Guide for Researchers.

The representatives met four times before the evaluation
meeting to discuss the applications assigned to them and
develop a common approach. Each PPI representative was
assigned a clinician from the Research Council as a per-
sonal contact to discuss any medical and clinical questions
they might have. Through these personal meetings and
support, the PPI representatives were well-prepared for
the evaluation meeting.
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IICT EVALUATION MEETING

When all the preparations finally came together in the
evaluation meeting, it was a joy to witness the confidence
and ease with which the PPI representatives fulfilled their
role on the panel. Matthias Peter, president of the Biology
and Medicine division of the SNSF Research Council,
chaired the evaluation meeting and states, “The views
of the four representatives were a perfect complement
to those of the clinicians and biostatisticians. I was
impressed with their knowledge of current research
around the world and their level of preparation.” PPI
representative Larisa Aragon Castro remembers it as “a
wonderful learning experience and an amazing journey.
We felt very welcomed by the other panellists, and it was
very satisfying to be able to make a difference and to have
a vote. The panel members listened to us and understood
in the end where we [as patient representatives] were
coming from.” For the projects selected for funding in this
round, PPI representative David Haerry notes, “In general,
the scientifically excellent projects were also very good in
terms of patient involvement.”

After the meeting, the PPI recommendations were sent
to all applicants along with the clinical and statistical
assessments.

FUTURE OF PPI AT THE SNSF

This PPI pilot project at the SNSF was a great success.
Irene Knuesel, head of the SNSF’s Biology and Medicine
division concludes, “This was the best possible outcome
I could imagine and a great motivation to include PPI in
the evaluation of all clinical research proposals at the
SNSE.” The SNSF will continue collaborating with PPI
representatives for the next IICT call and is evaluating
the option to expand patient involvement to other SNSF
funding schemes. In addition to its PPI pilot project, the
SNSF produced the practical PPI Factsheet and the PPI
Guide for Researchers in close collaboration with the
Swiss Clinical Trial Organisation (SCTO) to help future
applicants set up their PPI strategy.

Following are examples of feedback provided by the
patient experts:

® A description of exactly how patients were involved in
the development of the study design was missing. What
was their input? How did it influence the study design?

® There was no information on the patient burden of the
proposed study.

® The mandatory lay/public summary contained too much
medical jargon and was thus hard for a non-expert to
understand.

® The dissemination of the findings to patients and the
public was not sufficiently described (e.g. the means of
dissemination).

The PPI representatives’ constructive feedback helped
researchers whose projects could not be supported to revise
their applications and, in particular, to refine their PPI
strategy. Including PPI recommendations also emphasised
to the applicants the importance of patient involvement
in their trials.

Rather than adding to researchers’ workload, developing
a good PPI strategy should be seen as a valuable invest-
ment: it can improve participant enrolment, especially
if it includes individuals with lived experience of the
health condition under investigation (see Crocker JC et
al’s article in BJM from 28 Nov. 2018), and it can lead
to more patient-relevant outcomes. “We hope that the
SNSF’s initiative speeds up the necessary and overdue
cultural change in Switzerland to put PPI at the core of
every clinical trial,” says Deborah Studer, head of the
IICT programme. The following statement in a funded
application summarises the “PPI spirit” the SNSF is
striving for: “We can safely state that our patients and
their families help us to identify outcomes that matter
most to patients.”
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SWISSETHICS: BUILDING TRUST AND INCLUDING PATIENTS’
PERSPECTIVES IN THE HUMAN RESEARCH PROCESS

Author: swissethics

It has been widely proven that involving patients and laypeople
throughout the entire human research process provides added
value for human research in general, for patients in their everyday
lives, and therefore for society as a whole. Public and patient
involvement (PPI) is possible at the very early stages of research
when defining objectives and planning a study, when a study is
conducted, and when study results are published. PPI means that
patients are treated as active research partners rather than just
passive research subjects. This article discusses how swissethics
promotes transparency in order to lay the foundation of trust
needed for PPI and provides examples of PPI for the regulatory and

ethical aspects of human research.

Patients and laypeople can contribute to clinical research
in different ways: for example, they can actively partici-
pate in a research project or sign a general consent form,
thus making their data and samples that are routinely
collected in the hospital available to research. In recent

PROMOTING TRANSPARENCY IN HUMAN RESEARCH

swissethics is convinced that involving patients and
laypeople in clinical research and tapping into their
motivation can generate the desired results only if there
is complete trust between patients and laypeople and
the researchers, institutions, and authorities involved in
clinical research. Transparency and openness regarding
the work swissethics does is one of the crucial pillars
on which it builds trust. In order to promote this trans-

years, patient organisations have become increasingly
professionalised, and today they offer their services and
competencies not only to academia but also to industry,
research institutions, and policymakers, among others.

parency in human research for the general public,
researchers, and institutions, swissethics launched the
RAPS (Registry of All Projects in Switzerland) portal in
Mai 2018. Additionally, since the start of the COVID-19
pandemic, it has regularly published lists of all studies
that have been approved and all studies that have been
submitted for approval conducted on SARS-CoV-2 and
COVID-19 in Switzerland on its website.
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INCLUDING PATIENT REPRESENTATIVES IN ETHICS COMMITTEES

Research ethics committees are composed of individuals
from different professions, and they function as multidis-
ciplinary panels to fulfil their duties to protect patients’
rights and safety. Following the revision of article 53
(related to the composition of ethics committees) of the
Human Research Act (HRA) that came into effect on 26
May 2021, at least one member of an ethics committee

must be someone who represents patients. Even before
the recent revision of article 53, ethics committees were
well aware of the benefit patient representatives and
laypeople bring to the review of research projects and
clinical trials. This is why some ethics committees have
already been including patient representatives among
their members since the HRA came into force in 2014.

MAKING THE INFORMED CONSENT PROCESS MORE PATIENT-FRIENDLY WITH PPI

In a recent initiative of Professor Bernard Hirschel,
President of the Ethics Committee Geneva, patient
representatives and laypeople were actively involved in
completely revising swissethics’ templates for patient
information and consent forms. In addition, swissethics
started an important project in which the short forms of
informed consent forms were completely redesigned. This
project was based on linguistic work that was carried out
by Professor Felix Steiner’s team at the Zurich University
of Applied Sciences (ZHAW) in Winterthur and that was

initially funded by the Federal Office of Public Health
(FOPH). In due time, further interviews with patients,
laypeople, and patient organisations will be conducted
in order to gather their input on several other templates
for informed consent forms. The fundamental objective
for this total revision of the templates is to improve
comprehensibility in general and to identify the most
essential information that patients want to find in the
informed consent forms.
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The COVID-19 pandemic has highlighted the value of public engage-
ment as a way of building confidence in innovative treatments,
diagnostics, and vaccines for coronavirus-induced disease that have
been brought to market readiness within a very short space of time.
Developing public trust and engagement extends beyond providing
transparent research results and evidence-based information to
creating a framework for a dialogue that includes patients’ perspec-
tives. Whereas frameworks exist in the US, the UK, the Netherlands,
and Germany, systematic patient involvement in Switzerland’s
healthcare system is still taking root. Even though Swiss policy-
makers acknowledge the importance of stakeholder involvement
in healthcare, tangible, overarching forms and systems of partici-
pation are only gradually being rolled out. Swissmedic, the Swiss
Agency for Therapeutic Products, is also tackling the issue of how
to integrate patients and the public into its regulatory processes. As
it responds to this issue, Swissmedic aims to not only adopt current
approaches but also actively create solutions that give patients a
voice and incorporate their experiences and concerns into regula-
tory processes wherever possible.

A Google search for “patient and public involvement” or
“patient engagement” results in over six million hits. This
demonstrates that a widespread effort exists to involve
patients and the public in the entire development and
life cycle of therapeutic products. During the research and
development stages, patient involvement can promote
projects that are geared to patients’ needs. Involving

patients in the approval process can help regulatory
decision makers address any stakeholder needs that have
remained unmet. Moreover, the market surveillance pro-
cess benefits from user engagement: when product users
identify warning signals early on, regulatory authorities
can quickly initiate safety measures.
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SWISSMEDIC’S APPROACH TO PATIENT ENGAGEMENT

Regulatory authorities in different countries take different
approaches to patient and public involvement. Whereas
US patients or their representatives have seats on decision-
making bodies at the Food and Drug Administration
(FDA), other regulatory authorities involve patients in
decision-making through patient interest groups or they
consult patients during their decision-making processes.
Compared to other countries, Switzerland is still in the
early stages of finding tangible solutions that transform
passive recipients and users of therapeutic products into
active, well-informed participants.

As Switzerland’s regulatory authority for therapeutic
products, Swissmedic considers collaboration with all
national and international stakeholders to be an essen-
tial part of fulfilling its legal mandate and reaching the
defined objectives set out in its strategic goals. As the users
and beneficiaries of safe therapeutic products, patients
are considered important stakeholders in Swissmedic’s
national network. Swissmedic’s cooperation with patients
is rooted in the concepts of information exchange and
active involvement in specific areas of its activities.

PARTNERING WITH PATIENTS: ONGOING AND FUTURE PROJECTS

Early in 2014, Swissmedic launched a pilot partnership
project that established a regular dialogue with patient
and consumer organisations in order to more effect-
ively take into account the needs and concerns of this
stakeholder group and to obtain timely information on
patients’ experiences with therapeutic products. The
newly formed Swissmedic Patient and Consumer Organ-
isations Working Group met three to four times a year
to discuss a range of key regulatory topics, such as the
authorisation requirements and process for biosimilars,
the legal basis for and relevant characteristics of patient
information leaflets, and various aspects of the — at that
time the new version (from 1 January 2014) - Human
Research Act, including stakeholders’ initial experience
with its implementation.

In 2016, the project’s pilot phase was extended for an
additional two years based on the results of a survey of
the working group and members’ willingness to continue
actively participating in the working group. The survey
indicated that the project’s goal of exchanging informa-
tion had been achieved. However, the involvement of
patient representatives in defined areas of Swissmedic’s
activities still fell short of expectations. After everyone
involved in the working group unanimously agreed that
it had made a valuable contribution to participation pro-
cesses in the regulatory environment, Swissmedic decided

to continue this forum for exchanging information and
experience beyond its four-year pilot phase. Between May
2014 and the end of 2020, the working group met a total
of 25 times. It continues to meet regularly and currently
includes 18 active member organisations.

In the upcoming years, Swissmedic will focus on the
challenge of identifying in which regulatory processes
patient and consumer participation is feasible and worth
pursuing. To actively address this issue, Swissmedic
launched a pilot project in July 2018 to incorporate
patients’ perspectives into the process of reviewing
patient information leaflets. By the end of that year, the
project’s first candidate for a patient review had already
been identified. In 2020, the pilot project was expanded
to include additional indications and variations. The
project is currently being fully implemented, giving all
applicants an opportunity to involve patient organisations
in the review of their patient information leaflets within
Swissmedic’s assessment process.

In addition, Swissmedic will relaunch a project in which
patient representatives have the opportunity to review
summaries of Swiss Public Assessment Reports (SwissPARs)
that should be easily understood by laypeople (these
Public Summary SwissPARs are available on Swissmedic’s
website).
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PARTNERING WITH LIKE-MINDED ORGANISATIONS AND INITIATIVES

Two of the aims stated in the updated 2021-2024 work
plan of Swissmedic’s Patient and Consumer Organisations
Working Group are to raise awareness of the group and
increase its visibility. An additional goal is to partner
with organisations and initiatives that are working on
participation projects in Switzerland in areas aligned
with the working group’s activities. Swissmedic’s partners
include organisations such as the European Patients’
Academy on Therapeutic Innovation Switzerland (EUPATI
CH), the Patient Involvement in Development and Safe
Uses of Medicines working group from the Council for
International Organizations of Medical Sciences (CIOMS),
and the Patient Advisory Board of the Swiss Group for
Clinical Cancer Research (SAKK), an organisation that
seeks to gather the experience and concerns of cancer

patients and their families and more effectively channel
them into research. These partnerships help to avoid
duplication and to use existing resources and capacities
as efficiently as possible.

Like our partner authorities, Swissmedic supports patient
engagement activities of international forums. For exam-
ple, it contributed to the Reflection Paper on Patient-Fo-
cused Drug Development issued by the International
Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use (ICH). This reflection
paper identifies key areas in which incorporating the
patient’s perspective could improve the quality, safety,
and efficiency of medicinal product development and
thus inform regulatory decision-making.

INFORMING AND ENGAGING THE PUBLIC THROUGH SOCIAL MEDIA

In response to social media’s growing influence on
public opinion, Swissmedic established its social media
presence in May 2020, which it continues to develop
and expand. Swissmedic’s social media platforms have
become important sources of information for the public,
especially during the COVID-19 pandemic. In the future,
these media channels will include even more images,
infographics, and videos and will be more interactive.
This will allow Swissmedic’s social media platforms to be
more than just another broadcasting opportunity — they
can become key tools for fostering a dialogue with the
public and patients.

A FRAMEWORK FOR THE FUTURE

Patient and public involvement in healthcare is increas-
ingly being accepted as stakeholders’ right to contribute
to decision-making processes. For in the end, patients are
the beneficiaries of healthcare and are therefore import-
ant stakeholders in the regulatory process. Plenty of work

#SwissmedicFAQ: Do #mRNA vaccines change my
HDNA? & (3

e,
®°
Swissmedic FAQ on the COVID-19 vaccines °

Do mRNA vaccines change my DNA?

No, the messenger RNA provides your cells with information about the surface
characteristics of the virus so that the body can then prepare the immune res-
ponse that will be triggered in the event of any future contact. Since the mRNA q}j
does not enter the protected cell nucleus (which is where your genetic material Q
is located), it does not interact with your DNA at any time.

|

7 .
medic

awaits Swissmedic in the next few years as it continues to
put into place its framework for partnering with patients
and the public and incorporate their perspectives into its
processes. Swissmedic is convinced that this work will
lead to greater benefits for patients and the public.
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The European Patients’ Academy on Therapeutic Innovation
(EUPATI) is an independent, non-profit foundation committed to
changing the face of patient engagement through education. It pro-
vides training for patients and patient representatives on medicines
research and development (R&D). EUPATI Switzerland (EUPATI CH)
is the official Swiss EUPATI National Platform and acts as a central
point for inquiries and cooperation for patient empowerment and
involvement in medicines R&D in Switzerland. After successfully
launching the increasingly popular annual Swiss Patient Forum
(SPF) in 2017, EUPATI CH is currently developing a Swiss training
module for Swiss patients and patient representatives who wish to
be involved in patient engagement activities and who are interested
in learning about the Swiss legal and ethical framework for clinical
R&D in one of Switzerland’s national languages.
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Involving patients in research can provide a significant
benefit to the medicines development process. Patients
can contribute to developing better treatments for
themselves and others by sharing their priorities and

perspectives. Experience has shown that greater patient
involvement in R&D increases the efficacy and safety of
new treatments and increases public support for medical
research.

EUPATI: EMPOWERING PATIENTS THROUGH EDUCATION

EUPATI was launched as a flagship project of the Innova-
tive Medicines Initiative (IMI) in early 2012. The project
aims to trigger a major rethink in the way patients and
the public understand medicines development and their
own involvement in the medicines development process.
Equipped with a deeper understanding of this process,
patient experts are empowered to work effectively with
relevant authorities, healthcare professionals, and indus-
try partners to influence medicines development for the
benefit of patients and the public." The main goal of the
EUPATI project is to develop and disseminate accessible,
well-structured, comprehensive, scientifically reliable,
and user-friendly educational material to patients.

The EUPATI project provides educational resources in key
areas of medicines research and development that have
been translated into several languages under Creative
Commons licenses.

The educational resources are aimed at two main audi-
ences:

® The EUPATI Toolbox is intended for education-level
patients with little or no prior knowledge of the topic.

® The EUPATI Open Classroom (a newly designed version
of its Patient Expert Training Programme) is intended
for expert-level patients who are already experienced,
knowledgeable advocates.

Following the huge impact of the pioneering and well-
recognised EUPATI Patient Expert Training Programme,
which has been conducted in four cohorts since its start
in 2015, EUPATI recently launched a new format called
Open Classroom. This new format enables participants to
take courses online or on-demand at their own pace and
in their preferred sequence.

EUPATI CH: PROMOTING PATIENT INVOLVEMENT IN SWITZERLAND

In parallel with its international activities, EUPATI has
established National Platforms in more than twenty
countries, including Switzerland, with the aim of bring-
ing patient, academic, and industry partners together to
foster patient education and involvement in medicines
R&D at a national level.

The Swiss National Platform EUPATI CH was formed as an
association in November 2016. As stated in its statutes,
the association is fully committed to acting as a central
point for inquiries and as a cooperation platform for
patient empowerment and involvement in medicines
R&D in Switzerland. The EUPATI CH association consists

of a steadily growing number of members who form the
General Assembly, an Executive Committee that over-
sees strategic operations, and an Advisory Board that is
currently in the planning phase.

Since its inception, EUPATI CH has promoted awareness
of EUPATI and its educational resources by actively
participating in various public events and conferences
throughout Switzerland. In 2017, EUPATI CH successfully
launched the Swiss Patient Forum, an increasingly popu-
lar annual event whose programme is co-developed by
EUPATI CH members and external experts; the event is
sponsored by industry.

" See the EUPATI project’s 2017 Executive Summary, which can be downloaded from its website.
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SWISS TRAINING MODULE: TRAINING PATIENTS TO BECOME CLINICAL RESEARCH PARTNERS

More recently, EUPATI CH decided to create a Swiss
training module, its own national training programme
to empower Swiss patients and patient representatives
to contribute as partners in the design, planning, and
conduct of clinical research through patient engagement.
In contrast to the EUPATI Open Classroom, the Swiss
training module can be done by patients and patient
representatives with little or no prior knowledge of the
topic. It will offer an introduction to clinical research
and patient engagement for Swiss patients in a national
language (German) and will be adapted to the Swiss legal
framework and regulatory environment for research
involving human beings.

Thanks to its flexible structure (similar to that of
the Open Classroom), the Swiss training module will
accommodate the special needs and often challenging
schedules of prospective participants. To do this, it will
offer a blended learning format and modular structure,
thereby allowing for greater flexibility as to when and
where content can be completed. The course will consist
of three basic mandatory modules that will introduce
the topic of research, including ethical and legal aspects,

and will consider why the latter aspects are important
for improving healthcare. In addition, four voluntary
advanced modules will be offered that focus on specific
aspects of clinical trials and how patients can become
involved in them. Generally, each module will last 12-15
hours and will be available online; each module will also
include virtual Q&A sessions and face-to-face training
sessions. At the end of each module, participants can
either take a short test or complete written assignments
in order to obtain a certificate of completion.

The Swiss training module is currently being developed
in close collaboration with the Department of Clinical
Research (DKF) of the University Hospital Basel. EUPATI
CH plans to launch the programme in early 2022; the
exact date will be confirmed once sufficient funding
has been secured. The Swiss training module will allow
EUPATI CH to train patients for the ever-increasing
number of opportunities for patient involvement in
Switzerland. Looking ahead, EUPATI CH continually seeks
interesting initiatives related to patient education and
remains grateful for input from the public.
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Patients and members of the public contribute valuable infor-
mation and perspectives to research projects because they have
experienced a disease themselves or are close to someone affected
by an illness. Patients with rare diseases are incredibly motivated
to participate in research projects. Any advancement of scien-
tific or medical knowledge or favourable political decisions can
increase the possibility of a cure - or at least a treatment - that
can stop or slow the progression of their disease and improve their
quality of life. Patients’ lived experience may help researchers fill
gaps in understanding conditions that they know mainly from
theory. In this article, the authors address the need for more
focus on patient-oriented clinical and public health research,
the importance of bringing patients’ perspectives into research,
issues around patient involvement, and areas for future research
on the topic.
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Rare diseases severely impact people’s everyday lives and
the lives of those around them: they often face overwhelm-
ing time, health, and social costs. For support, patients and
their caregivers are often involved in patient organisations
such as ProRaris, an umbrella organisation that advocates

FOCUS ON PUBLIC HEALTH RESEARCH

According to the Organisation for Economic Co-operation
and Development’s (OECD’s) 2001 definition, biomedical
research encompasses the full spectrum of health- and
disease-related research, from basic research to public
health research through to clinical research (OECD n.d.).
However, the understanding of biomedical research is now
commonly restricted to discovery research and thus does
not cover the full range of health-related research. Public
health research (Egger et al. 2021), by nature observational,
focuses on the evaluation of population health and
well-being and patient experiences (Moreau et al. 2021).
This research typically happens outside of the controlled
clinical setting of experimental or interventional research
and aims to improve the physical and mental aspects of the

for patient groups and patients in Switzerland living with
a rare disease. Patients and patient organisations can help
provide researchers with an insider’s perspective on their
health conditions, thus improving research related to a
cure or treatment (FOPH 2014).

human condition through longitudinal, interdisciplinary,
multi-methodology research. The well-funded biomedical
approach to research is oriented towards developing
technological solutions that can be commercialised. An
excellent recent example is the development of SARS-CoV-2
vaccines. Public health research is often neglected, yet
an increased focus on such research could address many
patient-oriented topics, including:

® patients’ criteria for quality of care

® how patients perceive interdisciplinary and inter-
professional collaboration

® patient self-management

® patient empowerment

e life-course and transition challenges.

PATIENT INVOLVEMENT IN RESEARCH: “NOTHING ABOUT ME WITHOUT ME!”"

Patient and public involvement (PPI) in research (bio-
medical or public health) means that a research project
is carried out “with/by” patients or the public.? Patients’
opinions must have a more significant influence on the
decisions that affect them. Care that is respectful of and
responsive to their preferences cannot be provided with-
out patients’ participation in both their own healthcare
decisions and the research that informs such decisions.

It is important to emphasise that patients do not all share
the same experiences and skills, and they are not all
willing to be involved to the same degree in research.
Moreover, different studies may have different needs for
patient involvement. What is certain is that all patients
can contribute to some degree and make a difference at
every stage of research (see Box 1 on the next page).

" From Valerie Billingham during session 356 of the Salzburg Global Seminar in 1998 entitled Through the Patient’s Eyes.
2 Adapted from the National Institute for Health Research (NIHR) INVOLVE’s supporting statement (https://www.invo.org.uk).
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Box 1: Degrees of patient expertise and involvement

® Have a passive role in their healthcare and no experience with PPI
Lay patients ® May be looking to become a member of a patient organisation
® Have not had medical training or expertise in any profession linked to medicine or the life sciences
® Participate in their healthcare (on an individual level) and act as advocates more globally (on a
Patient collective level)
actors/partners ® Are likely a member of a patient organisation

® Do not necessarily have experience with PPI or in the medical field

) experience
Patient experts

® Have experience with PPI or play an active role in a patient organisation (Stutz Steiger 2016)
® May be members of a patient organisation’s committee/board and thus have relevant skills and

® (Can take on multiple roles with or without other patients, can partner with health professionals,
and can act as a trainer or research partner
® Frequently have medical training or are in a profession linked to medicine or the life sciences

PPl CONSIDERATIONS: COMPENSATION AND SELF-MANAGEMENT

PPI depends on patients sharing their expertise. Rare
disease patient expertise is in increasingly high demand
for various reasons, including a lack of understanding of
many rare diseases, lobbying with drug agencies, patient
recruitment, and fundraising (Halsbeck et al. 2016). The
PPI aspects of a research project and patient experts’
contributions require a considerable time investment. To
attract enough PPI contributors, they must be adequately
compensated financially, beyond any non-material bene-
fits they may experience by contributing. This argument
favours having more PPI contributors considered active
members of a project team (Pomey et al. 2021) and on the
project’s payroll.

PPI IN FUTURE RESEARCH

Comprehensive and practical PPI can be challenging to
achieve (NHS Health Research Authority n.d.). The first
step is involving patients. Involving the wider public
raises additional methodological questions but might be
particularly important for preventive (e.g. vaccination)
and screening interventions targeting non-diseased per-
sons. Biomedical and public health researchers should
remember that the main objectives of their research are
to prevent disease, promote its early detection where

Selfmanagement refers to how people who are affected
by a chronic condition manage their health and them-
selves (FOPH 2018). Selfmanagement requires striking
a balance between enabling patients to manage their
health, not putting them under too much pressure to do
so, and not setting unrealistic self-management goals. For
patients with low selfmanagement, actively participating
in a research project can be a source of additional stress.
Patients with high levels of selffmanagement are excellent
candidates for PPI in research projects, primarily due to
their ability to critically reflect on their health situation.
Including their perspectives on self-management and
other patientrelevant topics can significantly improve
participative research study designs.

appropriate, cure illness where possible, or improve
treatment and thus improve patients’ quality of life.
PPI can be a powerful tool in helping retain the focus
on these objectives (see PPI action points in Box 2 on
the next page). In light of all these considerations, the
research agenda for the next ten years must include PPL
In Switzerland, a dedicated national research program
addressing ways to organise PPI and, more generally,
citizen science is overdue.
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Box 2: PPI action points ACKNOWLEDGEMENTS
e Introduce incentives for patients and public The authors would like to thank the following people for
involvement in research their input on and revision of this manuscript: Matthias
e Emphasise that knowledge of disease pathogen- Egger and Marcel Zwahlen at the Institute of Social and
esis is essential but patients are not just research Preventative Medicine (ISPM) in Bern, Jacqueline De Sd at
subjects ProRaris, and Nadine Stoffel-Kurth and Alberto Marcacci
e Encourage patients to participate in health lit- at the Federal Office of Public Health (FOPH).
eracy and become active members of research
teams

e Increase interdisciplinarity with patient inclusion
to improve patient recruitment and participation

e Expand Switzerland’s national concept on rare
diseases to include the interaction between
action and research (see the Federal Office of
Public Health’s current National Rare Disease
Policy (in German))
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What does clinical research in Switzerland need in order to increase
its benefit to patients and society? What changes are necessary?
This year, the Swiss Academy of Medical Sciences (SAMS) published
its White Paper: Clinical Research, which formulates seven goals
that bring together clinical research stakeholders around a shared
vision. This vision - to strengthen the impact of clinical research -

is based on a solid partnership with patients and the public.

Patient-oriented clinical research has improved in the
past twenty years thanks to public investment in several
initiatives (e.g. the creation of clinical trial units (CTUs),
the establishment of the Swiss Clinical Trial Organisa-
tion (SCTO), local clinical MD-PhD programmes, and the
Swiss Group for Clinical Cancer Research (SAKK) regional
networks project), infrastructures (e.g. data warehouses,
biobanks, analytic platforms, the Swiss Personalized Health
Network (SPHN), and the Swiss Biobanking platform (SBP)),
and support instruments (e.g. Swiss National Science
Foundation (SNSF) grants for longitudinal studies, funding
for investigator-initiated clinical trials (SNSF’s IICT pro-
gramme), and the SAMS and Bangerter Foundation’s joint
programme Young Talents in Clinical Research (YTCR)).

However, these efforts have also led to a fragmentation
of activities, and deficits remain - including limited
integration and harmonisation of processes within and
between institutions, insufficient involvement of patients,
a lack of incentives to choose a career in clinical research,
weak multidisciplinary and interdisciplinary research,
and uncertain sustainable funding for research infrastruc-
tures and early career researchers. Moreover, despite the
high quality of medical care in Switzerland, Swiss clinical
research still lags behind basic and experimental research
and behind clinical research in leading countries when
compared internationally.
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Written on behalf of the State Secretariat for Education,
Research and Innovation (SERI), the White Paper: Clinical
Research analyses the major driving forces that are
transforming clinical research and identifies current
weaknesses in clinical research in Switzerland. Based on
the notion that good care comes with — and from - good
science, the white paper calls for a transformation of the
clinical research culture in hospitals and related research
institutions so as to make it more integrative at all levels.

The white paper also provides a roadmap that outlines
the following seven goals and constitutes an action plan
for change to make Switzerland an international leader
in patient-centred clinical research:

1.Create a national platform to coordinate publicly
funded stakeholders in clinical research.

2.Establish strong partnerships with society, the public,
and patients.

3.Promote a healthcare system that systematically inte-
grates clinical research: good care comes with — and
from - good science.

4.Invest in the development of innovative and dynamic
clinical research approaches, designs, and technologies
enabled by digital tools.

5.Strengthen translational, multidisciplinary, and inte-
grated clinical research teams.

6.Create an environment that is attractive to clinical and
health researchers and support them at all career levels.

7. Increase the efficiency of clinical research and acceler-
ate its delivery by reducing the complexity of regulatory
and data-related processes.

In order to increase the benefit of research to society as a
whole, patients and the public should be involved in stra-
tegic discussions and funding decisions related to clinical
research. Along with innovation and novelty, evaluation
criteria for research grants should include addressing
unmet medical needs and achieving patient-relevant
outcomes. In addition, public campaigns should empha-
sise both the value of partnerships between scientists,
patients, and the public and the importance of clinical
research for high-quality healthcare. Moreover, initiatives
to create a national framework for patient and public
involvement and empowerment need to be promoted
and coordinated.

A PDF of the White Paper: Clinical Research can be
downloaded or a printed copy can be ordered free of
charge on the SAMS website. The website also contains
information on creating a national coordination plat-
form to strengthen the interaction between all public
stakeholders of clinical research and integrating the
perspective of public health.

+ 18§ academles.
A’ of arts and sclences

swiss academies
communications

White Paper:
Clinical Research
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While the concept of patients as partners in clinical research is
becoming increasingly prevalent, there is still room for improve-
ment. The development and validation of partnership models to
engage patients in the design and governance of clinical research
programmes are still in the early stages, and approaches that can
ensure substantial and effective patient contributions to research
are needed. In this article, we describe the patient partnership
model being developed at Geneva University Hospitals (HUG)
to engage patients and their caregivers in the design of clinical
research studies and to encourage research groups in their efforts
to involve patients within their teams.

Patient engagement in clinical trials and other health  points, the development of recruitment strategies, and the
research continues to gain momentum. Once regarded as  dissemination of research results (see Uhlenbrauck et al.’s
passive “subjects” who had research performed on them, article in Applied Clinical Trials from 8 February 2018). Yet as
patients are now contributing across the spectrum of recent research confirms, partnering with patients in clin-
clinical development, including in the design and planning ical research needs to be improved (see Calaprice-Whitty
of research protocols, the selection of outcomes and end- et al.’s article in Applied Clinical Trials from 31 May 2017).
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Research activities are an integral part of the mission of
Geneva University Hospitals (HUG) and are carried out in
close collaboration with the University of Geneva’s Fac-
ulty of Medicine and Geneva’s High School Health (HEds).
For this reason, a model of patient engagement in clinical
research, which is overseen by the Clinical Research
Partnership Team (PARTNER REC), was developed in
2019 and is supported by the HUG General Directorate.
The ultimate goal of the model is to enhance the speed
and quality of clinical research at HUG.

PARTNER REC brings together patients, researchers,
caregivers, doctors, members of the regional research
ethics committee, and partnership professionals. The
working group was originally designed to provide patients
and research professionals with a toolbox, or methodo-
logical support, that informs researchers and patients
on why, who, when, and how to involve patient partners
in a research project protocol. This toolbox presents the
following information for each step of a research project,
from the identification of the research question to the
dissemination strategy:

e examples of possible patient/public involvement for
each stage (see Table 1)

e the value of such collaboration to the researcher

e the interest of the collaboration for the patient/member
of the public.

In addition to developing the toolbox, since 2020
PARTNER REC has invited clinical researchers on a regular
basis (every month) to present and discuss the possibilities
of partnership with patients for the different stages of
their projects. These sessions are led by patient partners,
medical practitioners, and nursing professionals who are
experts in research and partnership.

The partnership took a further step forward in 2021 by
incorporating the contents of the toolbox into an infor-
mation website for professionals and the general public
(in French; will soon be available in English). Depending
on their interests, level of knowledge, availability, and
wishes, patients and the public can join a research team
and participate in the following activities:

developing a relevant research question

e preparing the study plan and presenting it to the gen-
eral public

e recruiting participants

collecting data, for example by interviewing patients

e interpreting research results.

Two key concepts for PARTNER REC are transparency
and collaboration. Patients are considered more than
just subjects of observation - they become full partners
by contributing to one or more stages of the scientific
knowledge production chain.

Table 1: Examples of possible patient and public involvement during clinical research stages

Clinical research stage | How patients and the public can be involved

Choice of

the research topic ® Propose a research theme or topic

® Participate in surveys and focus groups on the relevance of the study topic

Elaboration of the

® Proofread, revise, and/or co-write parts of the study protocol
® Discuss, advise on, and/or test the relevance of patient-centred outcomes

rotocol . . . . .
P ® Proofread, edit, and/or co-write patient information
e Contact patient organisations to inform them about the study and facilitate the recruitment of inter-
Conduct of ested patients
the study ® Liaise between the patients participating in the study and the research team in order to obtain feedback

on their experiences and impressions

Interpretation of

® Discuss the appropriateness of intermediate or final results
® Modify patient information, if necessary

the results .
® Discuss the relevance of the results
® Participate in writing and proofreading the research article
Writing and ® Disseminate study results via patient organisation networks
ublisghin ® Set up patient forums to inform others about the study results
P 9 ® Review documents that are intended for the public and/or published on HUG websites
°

Become involved in public events related to the research study

Implementation and | ® Help develop recommendations for better hospital management
change of practice ® Advise on the practical aspects of implementing recommendations
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THE VALUABLE INSIGHTS OF PATIENTS: TWO CASE STUDIES

Author: Marie Mi Bonde Hansen
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Because of their lived experience, patients provide unique insights
and perspectives on clinical research studies. This article presents
two case studies from the University Hospital Basel that illustrate
how researchers and patients can collaborate to shape research
priorities and study design as well as assess study feasibility.

CASE STUDY 1: USING PATIENT INVOLVEMENT TO INFORM RCT STUDY DESIGN

Following weight loss surgery, 25-30% of patients experi-
ence hypoglycaemia after meals, which is a serious
complication that can severely impact their quality of
life. Since symptoms frequently arise well after surgery,
they are often not identified at control visits. The under-
lying mechanisms of this hypoglycaemia are not well
understood, and there is no approved medical treatment
for its symptoms.

In a pilot study with a small group of patients conducted
by Dr Matthias Hepprich, senior physician and researcher
at the University Hospital Basel and the Cantonal Hospital
Olten, two different drugs showed promising results
in terms of reducing postprandial insulin release and
preventing hypoglycaemia (Hepprich et al. 2020a). To

design a larger randomised controlled trial (RCT), the
study team wanted to measure patient-relevant outcomes
and try to obtain new information about the underlying
mechanism of the hypoglycaemic episodes (Hepprich
et al. 2020b). Systematic searches of literature, relevant
databases, patient resources, and groups on the inter-
net did not yield helpful information. The team then
approached several patients in the clinic and from the
pilot study mentioned above to identify relevant topics
using a preliminary questionnaire to guide discussions.
Identified topics were ranked by two of the most severely
affected patients in the clinic. Because a broad range
of topics were identified as important, the researchers
suggested measuring the quality of life.
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Study team

Based on the acquired information, an anonymous ques-
tionnaire containing questions on the primary endpoint
and trial length along with information about patients’
medical history was developed and distributed to patients
with the help of healthcare providers. Filling out the
questionnaire was voluntary, and the answers from it
led researchers to include quality of life as a primary
outcome along with the number of hypoglycaemic epi-
sodes in the trial design. In addition, the questionnaire
helped researchers determine the length of the study’s
interventional phase.

Both Hepprich and one of the patient representatives
involved in the generation of the questionnaire viewed
the experience as positive. For Hepprich, the entire pro-
cess — from searching literature to obtaining the results
of the questionnaire — was very valuable, interesting,
and fun. He found actively engaging in discussions with
patients and learning more about their priorities to be tre-
mendously rewarding (rather than solely generating his
own theories or discussing ideas exclusively with research
colleagues). As tips for other researchers, Hepprich
recommends thoroughly researching what information
from patient involvement is already available and if
patientrelevant outcomes have already been established.

The patient representative interviewed reported that
she would be happy to participate in the evaluation
of clinical trial protocols again in the future; she finds
that only through feedback can one ultimately achieve
improvement. Moreover, she found that the discussions
with Hepprich and his colleagues about the current study
were not very time-consuming. She would be willing to
participate in clinical studies as a participant in the future
and offered some general tips for researchers planning
a study. One tip is that participants are more motivated
when, for example, their treating physician or care per-
sonnel approach them personally for participation than
when they receive a standard letter or form in the mail.
And when reading the participant information sheet,
participants can tell if researchers have taken the time to
write the information specifically for their trial or if it is a
standard text. In addition, good coordination of the visit
plan, for example coordination with routine treatment
visits at the hospital, makes a significant difference.
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CASE STUDY 2: PATIENT ADVOCATES AND SURGEONS JOIN FORCES TO IMPROVE BREAST CANCER SURGERY
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Oncoplastic breast surgery combines traditional breast
cancer surgery techniques and plastic surgery techniques
with the aim of removing cancer while considering
aesthetic outcomes and quality of life for the patient
(Columbia Surgery n.d.). Professor Walter Paul Weber,
Chief Physician of Breast Surgery and Head of the Departe-
ment Brust, Bauch und Becken (department of breast,
abdomen, and pelvis) at the University Hospital Basel,
initiated the Oncoplastic Breast Consortium (OPBC) after
having positive experiences with patient involvement.
The OPBC brings together more than 500 breast cancer
surgeons and 42 patient advocates from around the world
with the mission to improve oncoplastic breast surgery
through collaboration, research, and education. Patient
advocates are involved in shaping research by:

1. evaluating clinical trial protocols in terms of feasibility,
acceptability, and relevance from the patient’s perspective

2.helping define research priorities and develop concrete
research questions for OPBC researchers to address.

Jane Shaw, OPBC’s Global Patient Advocacy Lead, coord-

inates the patient advocacy group and meets regularly
with Weber."
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A recent OPBC initiative brought together patient advocates
and surgeons to define the 15 most important knowledge
gaps in oncoplastic breast surgery and select 7 research pri-
orities based on these gaps (Weber et al. 2020). Currently,
the OPBC is starting its first patient-driven research project
centred on aesthetic flat closure. This specific surgical
option consists of a mastectomy without reconstruction,
executed to rebuild the shape of the chest wall so it appears
flat. First, a questionnaire for OPBC surgeons will gather
information about their awareness, practices, and attitudes
related to this option. Second, patients’ experiences with
the aesthetic flat closure option will be evaluated.

For researchers interested in patient involvement, Weber
recommends getting in touch with patients early — as
soon as an abstract of a planned study has been devel-
oped - to discuss the endpoints and feasibility of the
study. By doing this, researchers can ensure that they
investigate aspects relevant to patients, and they have
the chance to improve recruitment and retention rates
in their studies. Working with patient advocates can be
demanding because both sides have different perspectives
and experiences. However, patient involvement has an
obvious added value and helps ensure that researchers do
not miss the mark in terms of addressing patients’ needs.

Columbia Surgery (n.d.) Oncoplastic breast surgery. Accessed 2 July 2021. https://columbiasurgery.org/conditions-and-treatments/oncoplastic-breast-surgery

Hepprich M et al. (2020a) Postprandial hypoglycemia in patients after gastric bypass surgery is mediated by glucose-induced IL-1p. Cell Metabolism

31:699-709. doi: https://doi.org/10.1016/j.cmet.2020.02.013

Hepprich M et al. (2020b) Patient involvement to inform the design of a clinical trial in postbariatric hypoglycaemia. BMC Medical Research Methodology

20:290. doi: https://doi.org/10.1186/s12874-020-01171-z

Krebsliga (n.d.) Brustkrebs. Accessed 2 July 2021. https://www.krebsliga.ch/ueber-krebs/krebsarten/brustkrebs/ (in French, German, and Italian)

Weber WP et al. (2020) Knowledge gaps in oncoplastic breast surgery. The Lancet Oncology 21(8):E375-E385. doi:https://doi.org/10.1016/S1470-

2045(20)30084-X

" More information about Jane Shaw and her journey to patient advocacy can be found in an online article in the Henley Standard newspaper.
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Involving patients in academic clinical research ensures that
research questions and clinical research outcomes are addressed
and implemented in a manner relevant to patients. As one of our
key strategic goals in the new 2021-2024 performance period, the
Swiss Clinical Trial Organisation (SCTO) and its Clinical Trial Unit
(CTU) Network are placing greater emphasis on the implementa-
tion of patient and public involvement (PPI) in academic clinical
research. In pursuit of this strategic goal, the SCTO sent out a survey
to relevant stakeholders in order to identify and characterise all PPI
initiatives and projects in Switzerland and thereby establish the
status quo. As a next step, the SCTO envisions establishing a cen-
tral coordination and contact point that is pathology-independent
and spans organisations. We aim for a sustainable, inclusive PPI
approach in academic clinical research that is established in close
collaboration with our partners and stakeholders.
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The Swiss Clinical Trial Organisation (SCTO) and its
Clinical Trial Unit (CTU) Network are strongly committed
to clinical research being patient relevant. This patient
relevance is anchored in the SCTO’s vision and mission
statements, and many of our past activities reflect this

commitment. The SCTO is one of the founding mem-
bers of Switzerland’s European Patients’ Academy on
Therapeutic Innovation (EUPATI CH) and has run the
association’s secretariat on an in-kind basis since its
inception.

PATIENT AND PUBLIC INVOLVEMENT AS A STRATEGIC GOAL FOR THE NEXT FOUR YEARS

In the SCTO’s new 2021-2024 performance period, even
greater emphasis will be placed on implementing patient
and public involvement (PPI) in academic clinical research
as one of our key strategic goals. There is no denying the
fact that patients can offer a unique perspective on clinical
research."? Through their experience with a disease or
condition, patients know best which aspects are most
relevant to them. By sharing this specific knowledge,
they contribute to the quality, feasibility, relevance, and

CURRENT PPI SITUATION IN SWITZERLAND

In reality, the practical application of PPI in academic
clinical research is lagging behind in Switzerland when
compared to other European countries such as the UK or
the Netherlands.

Some initiatives exist that have been put in place by
single organisations, but they more or less stand alone
and are not connected. Yet they face similar problems
and need to address comparable challenges. And above
all, they rely on the same “resource”: patient and public
representatives who are willing to contribute and actively
engage in PPIL Because the PPI approach is relatively new,
trained and empowered patients who are able to make
a more informed contribution are still a scarce resource
in Switzerland. In addition, transparent compensation
models for patients’ contributions are often missing or
insufficiently established due to a lack of funding. This
does not support sustainable PPI implementation in the
long run.

The SCTO is therefore advocating for a more holistic,
adequately funded, and coordinated PPI approach that

credibility of clinical research. Along with other important
benefits, this can improve a clinical trial’s recruitment rate
and potentially patient retention and thus enhance the
success of a trial. From an ethical point of view, one can
argue that patients should have an influence on research
that affects them, in line with the motto “nothing about
us without us” (see the SCTO’s PPI Factsheet and PPI Guide
for Researchers for more PPI information).

includes different organisations and stakeholders and
pursues the following objectives:

build and leverage available resources
e use synergies where possible
e raise awareness of the concept of PPI

e implement the principles of PPI and realise its benefits
in the most efficient and sustainable manner possible

e raise the visibility of clinical research and its signifi-
cance for public health

e establish the trust and mutual confidence between
patients/the public and the research community needed
to lead to a true partner relationship.

In our endeavours to foster the implementation of PPl in
academic clinical research, the SCTO is taking a stepwise
approach and including all relevant and interested stake-
holders as we go along.

" Gradinger F et al. (2015) Values associated with public involvement in health and social care research: A narrative review. Health Expectations

18(5):661-675. doi:https://doi.org/10.1111/hex.12158

2Crocker JC (2018) Impact of patient and public involvement on enrolment and retention in clinical trials: Systematic review and meta-analysis. BMJ

363:k4738. doi:https://doi.org/10.1136/bmj.k4738
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FIRST STEP: A MAPPING EXERCISE

As the first step, a multistakeholder working group was
established in December 2020. This group developed
and sent out a survey to identify and characterise all PPI
initiatives and projects in Switzerland with the aim of

SECOND STEP: ESTABLISH A SWISS PPI HUB

As a second step, the SCTO envisions establishing a
central coordination and contact point that is pathology-
independent and spans organisations (working title: Swiss
PPI Hub). The conceptional framework for this Swiss
PPI Hub will be built upon the results of the mapping
exercise performed in the first step with the objective
of bringing all relevant and interested stakeholders on
board. Preliminary reflections on how the potential
Swiss PPI Hub could be set up are depicted in Figure 1
below. A central element would be a Patient Advisory
Panel (PAP) consisting of a limited but diverse number
of patient representatives whose main task would be to

STILL AWAY TO GO ...

The SCTO and its CTU Network have started the process
of making PPI a sustainable reality in academic clinical
research in Switzerland. However, sustainable PPI cannot
be achieved overnight — but rather in the long run and only

defining the status quo. The initial results of the survey
are currently being analysed and will be summarised
and published on the SCTO’s website at the beginning
of next year.

advise the hubs’ members and function as a think tank.
Membership in the hub would be inclusive and open to
all Swiss academic research organisations/institutions,
funding bodies, and authorities with a mandate in clinical
research. Specific tasks and activities, such as drafting
best practice guidance or establishing a network pool of
PPI contributors, could be performed in work packages
and thereby co-developed by both patients (from the PAP)
and hub members. The whole hub would be embedded
in an appropriate governance structure, and its activities
would be coordinated by an administrative secretariat or
liaison body.

in close collaboration with our partners and stakeholders.
So join us as we walk the talk and run towards our goal of
embedding PPI in Swiss academic clinical research!

Figure 1: Potential set-up of the Swiss PPl Hub with its Patient Advisory Panel
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SWITZERLAND

REGULATORY
NEWS, EVENTS,
AND PUBLICATIONS

Swiss Academy of Medical Sciences (SAMS)

PUBLICATION

® JULY 2021

White Paper: Clinical Research

What does publicly funded clinical research need in
order to increase its benefit for patients and society?
The Swiss Academy of Medical Sciences’ White Paper:
Clinical Research presents a roadmap with seven goals

to strengthen the impact of clinical research in Switzer-

land. It suggests ways to use resources more efficiently
and align efforts addressing common priorities. &N

Swiss Clinical Trial Organisation (SCTO)

PUBLICATION

e JULY 2021

Guide for researchers that addresses patient and
public involvement (PPI) in clinical trials

Following the publication of its PPI Fact Sheet, P& EN. FR
the SCTO issued the PPI Guide for Researchers.®"

This practical guide aims to help researchers who are
planning a clinical research project and seeking poten-
tial funding to find appropriate ways to ensure effective
and meaningful PPI in their clinical trials.

WEBSITE

e JUNE 2021

SCTO Platforms’ website: Tools & Resources

The SCTO’s platforms launched their user-friendly
Tools & Resources website with practical tools and
resources for clinical research professionals’ day-to-day
work. The website is continually updated and expanded
with additional tools.

EVENT

e JUNE 2021

10th SCTO Symposium: Medical devices: Lost in
translation?

Together with Bern University Hospital, the University
of Bern, and sitem-insel AG (Swiss Institute for Transla-
tional and Entrepreneurial Medicine at Bern University
Hospital), the SCTO held its 10th symposium on 8 June
2021 focusing on medical devices in clinical develop-
ment. National and international experts shared their
perspectives on the subject. Many topics were addressed
during the symposium, including the new requirements
for medical devices. The programme and presentation
slides are available on the SCTO’s website.
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https://www.samw.ch/en/Projects/Overview-of-projects/Clinical-research.html
https://www.scto.ch/de/publications/fact-sheets.html
https://www.scto.ch/en/publications/fact-sheets.html
https://www.scto.ch/fr/publications/fact-sheets.html
https://www.scto.ch/en/publications/fact-sheets.html
https://www.sctoplatforms.ch/
https://www.scto.ch/en/event-calendar/symposium/symposium-2021.html

Regulatory Affairs Watch, Issue 6, October 2021

EUROPE

European Clinical Research Infrastructure Network
(ECRIN)

WEBSITE

e JUNE 2021

Website for coordinating European COVID-19 trials
The covid19trials.eu website provides a toolbox for
adaptive platform trials replete with knowledge, experi-
ence, and resources from multiple projects and trials.
The website’s Toolbox section contains a practical guide
for facilitating the planning and implementation of

adaptive platform studies in all therapeutic areas.
Source: ECRIN

NEWS

e JUNE 2021

ECRIN’s Data Centre Certification call

ECRIN opened its call for applications to its Data
Centre Certification programme. The programme is
ISO 9001:2015 certified and was developed to audit
European, non-commercial data centres using ECRIN
IT/DM standards in order to confirm their ability to
provide compliant, effective, and efficient data manage-
ment services for controlled clinical trials. Applicants
had until 27 September 2021 to complete their applica-
tion. Centres within ECRIN’s national scientific partner
networks were able to apply. Successful certification is
granted for four years.

Source: ECRIN

European Medicines Agency (EMA)

NEWS

® AUGUST 2021

CTIS go-live date confirmed as 31 January 2022

The European Commission has confirmed that the
entry into application of the Clinical Trials Regulation
and hence the go-live date for the Clinical Trials Infor-

mation System (CTIS) will be on 31 January 2022.
Source: EMA

Paediatric Clinical Research Infrastructure Network

PedCRIN

EVENT

e JUNE 2021

PedCRIN final event

The EU-funded PedCRIN project came to an end in June
2021. The final event focused on challenges in inter-
national and multicentre paediatric clinical trials and
included several panels in which the setup, planning,
and conduct phases of these studies was discussed and
analysed. In addition, the consortium presented the
project’s main outcomes (supporting tools, method-
ologies, identified gaps, etc.) and debated future initia-

tives and collaborations.
Source: ECRIN
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http://www.covid19trials.eu
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INTERNATIONAL

International Council on Harmonisation of Technical

Requirements for Pharmaceuticals for Human Use
(ICH)

PUBLICATION

® APRIL 2021

ICH GCP renovation (ICH GCP E6(R3))

The E6(R3) working group is revising the E6(R2)
Guideline “Good Clinical Practice” (GCP) with a view
to addressing the application of GCP principles to the
increasingly diverse trial types and data sources being
employed to support regulatory and healthcare related
decision-making on drugs and providing flexibility
whenever appropriate to facilitate the use of techno-
logical innovations in clinical trials. Additional informa-
tion may be found in ICH’s reflection paper on the GCP

renovation on its Reflection Papers web page.
Source: ICH
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ABBREVIATIONS

CADTH: Canadian Agency for Drugs and Technologies in Health
CDRH: Center for Devices and Radiological Health (US)

CHUV: Lausanne University Hospital

CIOMS: Council for International Organizations of Medical Sciences
COMP: Commiittee for Orphan Medicinal Products (EMA)

CRC: Clinical Research Centre (Lausanne University Hospital)

CTC: Clinical Trials Center (University Hospital Zurich)

CTIS: Clinical Trials Information System

CTU: clinical trial unit

DKEF: Department of Clinical Research (University Hospital Basel)
EATG: European AIDS Treatment Group

EATRIS: European infrastructure for translational medicine

EC: European Commission

ECRIN: European Clinical Research Infrastructure Network

EMA: European Medicines Agency

EUPATTI: European Patients’ Academy on Therapeutic Innovation
EUPATI CH: European Patients’ Academy on Therapeutic Innovation Switzerland
FADP: Federal Act on Data Protection

FDA: US Food and Drug Administration

FOPH: Federal Office of Public Health

GCP: good clinical practice

HAS: Haute Autorité de Santé (France)

HTAI: Health Technology Assessment International

HRA: Human Research Act

HTA: health technology assessment

HTAI: Health Technology Assessment international

HUG: Geneva University Hospitals

IALP: Innovative Licensing and Access Pathway (UK)

ICH: International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use
IICT: investigator-initiated clinical trial

IMI: Innovative Medicines Initiative

ISPM: Institute of Social and Preventative Medicine

MHRA: Medicines and Healthcare products Regulatory Agency
NICE: National Institute for Health and Care Excellence (UK)

NIHR: National Institute for Health Research (UK)

OECD: Organisation for Economic Co-operation and Development
OPBC: Oncoplastic Breast Consortium

OrgO-HRA: Ordinance on Organisational Aspects of the Human Research Act
PAP: Patient Advisory Panel (SCTO)

PARTNER REC: Clinical Research Partnership Team (HUG)

PCODR: pan-Canadian Oncology Drug Review

PCIG: HTAI Interest Group for Patient and Citizen Involvement in HTA
PCWP: Patients’ and Consumers’ Working Party (EMA)

PCORI: Patient-Centered Outcomes Research Institute

PED: patient experience data

PedCRIN: Paediatric Clinical Research Infrastructure Network
PFDD: patient-focused drug development

PFMD: Patient Focused Medicines Development

PRO: patientreported outcome

PROM: patient-reported outcome measure

PPI: patient and public involvement

R&D: research and development

RAPS: Registry of All Projects in Switzerland

RCT: randomised controlled trial

SAFE-ID: Swiss Academic Foundation for Education in Infectious Diseases
SAKK: Swiss Group for Clinical Cancer Research
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SAMS: Swiss Academy of Medical Sciences

SBP: Swiss Biobanking Platform

SCTO: Swiss Clinical Trial Organisation

SERI: State Secretariat for Education, Research and Innovation

sitem-insel: Swiss Institute for Translational and Entrepreneurial Medicine (at Bern University Hospital)

SMC: Scottish Medicines Consortium

SNSEF: Swiss National Science Foundation

SPF: Swiss Patient Forum (EUPATI CH)

SPHN: Swiss Personalized Health Network

SVOI: Swiss Osteogenesis Imperfecta Association

swissethics: Swiss Association of Research Ethics Committees
Swissmedic: Swiss Agency for Therapeutic Products
SwissPAR: Swiss Public Assessment Report (Swissmedic)

USZ: University Hospital Zurich

WECAN: Workgroup of European Cancer Patient Advocy Networks
YTCR: Young Talents in Clinical Research (SAMS)

ZHAW: Zurich University of Applied Sciences
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Sources of information

® We gather news on regulatory topics linked to human
research.

® We regularly read newsletters and visit the websites of
relevant sources, including regulatory authorities in
Switzerland, Europe, and the USA; ICH and WHO; the
major Swiss academic organisations and health associ-
ations; and professional associations.

® Additionally, we review major clinical research journals.

Contact information

For feedback or questions regarding Regulatory Affairs
Watch, please contact Isabelle Guilleret, Regulatory Affairs
Platform Interim Coordinator: Isabelle.Guilleret@chuv.ch.
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