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Characteristics of the Investigated Matter

The habilitation thesis presents an integrative analysis of investigator-initiated and non-
commercial clinical research from a systems perspective. Its central premise is that clinically
relevant academic research cannot be understood only through the quality of an individual
protocol or trial. The feasibility, quality and eventual impact of non-commercial clinical trials
depend on the interaction of methodology, regulation, research infrastructure, funding,
professional competence, data and technology, multidisciplinary collaboration, patient
involvement, and mechanisms that translate evidence into clinical practice and public health.
The work therefore differs from a disease-specific habilitation thesis. It brings together clinical
pharmacology, comparative effectiveness research, precision medicine, advanced therapies,
methodological and regulatory research, European research infrastructures, capacity building,
evidence transparency, patient and public involvement, and public-health evaluation. These
areas are treated as complementary components of one research continuum extending from
clinical need and formulation of the research question through study design, regulatory and
infrastructural support, trial delivery and evidence generation to implementation and patient or
public-health impact.

The thesis is based on 23 scholarly works. Their integration is used to develop an original
conceptual framework of the non-commercial clinical research ecosystem. The framework
extends the conventional study-centred view of clinical trials and describes how successive
stages of the research pathway are supported by cross-cutting enablers such as sustainable
funding, capacity building, multidisciplinary collaboration, data and technology, and national
and European research networks.

Main Objectives of the Thesis

* Examine methodological approaches supporting the design and conduct of clinically
relevant non-commercial clinical trials.

* Analyse regulatory, financial, infrastructural, organisational and capacity-related factors
influencing their feasibility and quality.

e Demonstrate the contribution of non-commercial clinical research to comparative
effectiveness research, optimisation of existing therapies, precision medicine and
advanced therapies.

* Examine the roles of evidence transparency, patient and public involvement, and
implementation in translating research findings into healthcare.

* Synthesise these dimensions into an integrated conceptual framework of the non-
commercial clinical research ecosystem.

! The commentary must correspond to standard expectations in the field and must include a brief characteristic of
the investigated matter, objectives of the work, employed methodologies, obtained results and, in case of co-
authored works, a passage characterising the applicant’s contribution in terms of both quality and content.



Employed Methodologies

The body of work deliberately encompasses a broad methodological spectrum reflecting the
diversity of questions addressed by non-commercial clinical research. It includes systematic
searches of clinical-trial registries and analyses of funding and research-policy environments;
analyses of barriers to multinational academic drug-repurposing trials; evaluation of
educational and capacity-building programmes; methodological reviews of innovative trial
designs; pragmatic and comparative effectiveness trials; prospective randomised procedural
research; pharmacokinetic investigation with population pharmacokinetic modelling;
biomarker-driven and translational clinical studies; analyses of publication and recruitment
failure; multicentre real-world vaccine-effectiveness studies; and evaluations of national and
European clinical-research networks.

Clinical examples range from intensive care and cardiovascular medicine to thoracic surgery,
neuro-oncology, epilepsy, paediatric oncology and infectious diseases. The methodological
diversity is intentional: the thesis argues that high-quality non-commercial research requires
selection of a design appropriate to the clinical question, patient population and evidence gap,
while remaining scientifically valid, operationally feasible and relevant to routine healthcare.

Obtained Results and Principal Scientific Contributions

1. Structural determinants of sustainable non-commercial research

Analyses of the Czech and Portuguese research environments and of paediatric non-commercial
trials showed that funding structures, institutional support and continuity of financing
materially influence the ability to initiate, complete and publish academic clinical research.
Work on rare-disease drug repurposing broadened this finding by identifying interacting
regulatory, organisational, manufacturing, ethical and infrastructural barriers. The
CONSCIOUS II programme further showed the importance of developing practical
methodological, regulatory and operational competence among investigators and research
professionals.

2. Methodological diversity and clinically driven evidence generation

The clinical studies demonstrate how investigator-initiated research can answer questions
arising directly from clinical practice. COINN and BLUEPAT illustrate pragmatic comparative
and procedural research; COL-ECMO2022 addresses altered drug disposition during
extracorporeal support; and DAPT-SHOCK-AMI represents a large randomised comparison in
a critically 1ill cardiovascular population. Earlier pharmacological studies identified impaired
clopidogrel bioavailability after cardiopulmonary resuscitation and clinically relevant drug
losses during nasogastric administration, illustrating how academic research can refine the use
and delivery of established therapies.

3. Translational and precision medicine

GlioMET and PRECISE demonstrate complementary approaches to biomarker-informed and
personalised clinical research, while the dendritic-cell study integrates patient selection,
biological starting material, GMP manufacturing, functional immunology and clinical
investigation. The latter showed that preceding anticancer therapy can impair dendritic-cell
manufacturing and function, linking patient treatment history directly with the quality of a
personalised cell-based medicinal product.

4. Evidence generation, transparency and public-health research

The analysis of paediatric randomised trials identified incomplete recruitment and non-
publication as important threats to the completeness and efficiency of the evidence base. The I-
MOVE/VEBIS studies demonstrate the complementary role of harmonised multinational
observational research in generating repeated real-world evidence on vaccine effectiveness as
circulating variants, population immunity and epidemiological conditions change.



5. Research infrastructures, capacity and participation

Work on ECRIN, CZECRIN, and the VACCELERATE Site Network and Volunteer Registry
illustrates how national disease-oriented networks and European infrastructures can convert
distributed clinical expertise and recruitment potential into coordinated research capacity. The
study of Czech clinical-trial coordinators highlights the importance of a trained and
professionally recognised research workforce. The VACCELERATE communication toolkit
and the work on Patient and Public Involvement extend this perspective to public
communication and meaningful partnership with patients throughout the research lifecycle.

Applicant's Contribution and Integrative Scientific Contribution

The publications document a long-term scientific trajectory from clinical pharmacology and
investigator-initiated studies towards methodology, regulatory science, research infrastructures,
capacity building, patient engagement and public-health evaluation. The applicant contributes
across clinical, methodological and system-level research and uses this body of work to
formulate an integrated interpretation of how non-commercial clinical research functions across
its full lifecycle.

The principal integrative contribution of the habilitation thesis is the conceptual framework of
the non-commercial clinical research ecosystem. Rather than treating methodology, regulation,
infrastructure, funding, professional competence, patient involvement and implementation as
independent topics, the framework places them in an interconnected research continuum.
Clinical need and the research question initiate the pathway; methodology, regulatory and
infrastructural support enable study preparation and delivery; evidence generation,
transparency and patient involvement influence the value and usability of the results; and
implementation determines whether evidence can contribute to healthcare and public-health
impact.

This synthesis provides coherence to a deliberately heterogeneous publication portfolio. The
common scientific question is not one disease or intervention, but how clinically relevant
questions can be transformed into feasible, rigorous and patient-centred research and how the
resulting evidence can be translated into healthcare. In this respect, the thesis positions
investigator-initiated and non-commercial clinical trials as an integral component of a
continuously learning clinical-research and healthcare ecosystem.
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