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COMMENTARY TO HABILITATION THESIS

My habilitation thesis was compiled as an annotated set of publications dedicated to clinical
research in the field of gastrointestinal tumours, especially oesophagal and gastric cancer.
A key part of my thesis presents the results of my research activities on innovative
biomarkers that enable targeted therapy or treatment adaptation. Beyond that, I am
outlining the use and implementation of trial results in clinical practice. In the interest of
clarity, I have divided the annotated set of 14 publications into chapters that reflect the
individual research areas in which I have been active as an investigator. The syllabus of my
work summarizes the current knowledge about the epidemiology of gastrointestinal
cancer, its molecular background, prognostic and predictive factors for treatment efficacy,
and finally, the translation of new knowledge into clinical practice. In the individual
sections, I mention specific projects and studies that I conducted or contributed to and
whose order is compiled to logically reflect the chronology of cancer study. The
introduction includes chapters devoted to the epidemiology of selected gastrointestinal
tumours, especially oesophagal and gastric cancer. Over time, these diagnoses have become
a major focus of my work, both in research and in the clinical field, and are therefore
mentioned in more detail. Understanding cancer’s genetic and molecular basis is key to
medical advances in cancer research. Thus, the following chapters include our publications
devoted to the rare genetic condition Gastric Adenocarcinoma and Proximal Polyposis of
the Stomach Syndrome (GAPPS), as well as work on the genomic and molecular
characteristics of oesophagal and gastric tumours, the description of which provided hope
for a correct understanding and future individualized approach to treatment in 2017.
While in other malignancies such as lung or breast cancer, predictive markers led to
profound treatment individualization and improved the course of cancer, in
gastrointestinal tumours, which are characterized by high biological heterogeneity, many
evaluated molecules failed as predictive markers. During my career as a researcher and co-
investigator of sponsored clinical trials, [ have gained the opportunity to participate in
research and collaborate on studies investigating new molecules and targeted drugs.
Contractual clinical studies in which I participated are also mentioned in the text of the
habilitation thesis due to the complexity of the entire research issue. However, they are not
included in the list of own published works submitted for habilitation.
Selected publications focusing on the study of new targeted drugs for colorectal and gastric
cancer are included in the second part of my habilitation thesis.
Novel predictive biomarkers enable the optimization of the treatment approach. An
important issue is the innovative use of diagnostic procedures, be it laboratory or imaging
methods, to establish possible new biomarkers. Predictive markers and their use to
personalize the treatment process are other topics of my habilitation thesis. The use of the
biomarkers as indicators of chemotherapy resistance to adapt the treatment algorithm was
the source of inspiration for the GastroPET study, which investigates the use of sequential
positron emission tomography (PET) imaging and plasma miRNA in locally advanced
gastro-oesophageal junction denocarcinoma.



A circulating blood biomarker of prognostic significance in colorectal cancer and also
other cancer and chronic diseases is 25-hydroxyvitamin D (25-OHD). Monitoring the level
of circulating 25-OHD in the treatment of metastatic colorectal cancer and investigating its
significance for treatment outcomes was the subject of my dissertation.
[ continued this work by analyzing individual patient serum 25-OHD levels from the
international multicenter phase III EXPAND study. This study investigated the benefit of
the epidermal growth factor receptor (EGFR) antibody cetuximab in combination with
standard chemotherapy in the first-line treatment of metastatic gastric cancer. To verify
the hypothesis of a potential prognostic and/or predictive role of 25-OHD, we performed
an analysis of baseline circulating levels of 25-OHD in patients’ serum. Like vitamin D,
patients’ nutritional status may have predictive or prognostic potential in the treatment of
metastatic disease. The clinical condition of patients with metastatic gastric cancer is very
often impaired by malnutrition at the time of diagnosis. It can theoretically modify the
intensity and thus the success of treatment. Defining the prognostic significance of
sarcopenia in patients from the EXPAND trial was the goal of another analysis in which we
participated together with the research group of Professor Hacker from Leipzig, Germany.
The results were recently published.

Many of our activities were intensely affected by the Covid-19 pandemic, which
slowed down or even stopped some research projects and profoundly influenced our
professional lives. The pandemic was a particular thread for cancer patients, as they are at
high risk for a severe course of infection due to the debilitating nature of cancer and
immunosuppressive cancer treatment.

An effort to further specify the immune response to vaccination in actively treated
cancer patients led us to initiate the academic clinical study of COVIGI. We examined the
side effects of vaccination in cancer patients but mainly focused on changes in humoral and
cellular immunity of actively treated patients with a specific view on individual treatment
modalities such as chemotherapy, radiotherapy, immunotherapy, and targeted treatment.
Collaborating on contractual clinical trials and answering frequently asked research
questions in clinical practice has led me to academic clinical research to implement my
academic projects and studies at the national level. Similarly, as a member of the European
Organisation for Research and Treatment on Cancer (EORTC) Gastrointestinal Tract Cancer
Study Group, I have had the opportunity to collaborate on the design of academic clinical
trials since 2013 and being appointed co-chair of the Individualised Cancer Therapy Task
Force since 2018. Within this task force, we designed an international clinical trial on
advanced biliary tract cancer (Pamiparib in Patients with Platinum Sensitive Biliary TraCt
Carcinoma [PAMICC] study). This activity is also mentioned in my habilitation thesis.

As an essential part of clinical research, clinical trials are the first step leading to the
entry of a new drug or therapeutic procedure into clinical practice. Evidence-based
medicine is also inextricably linked to correctly interpreting data from clinical trials, which
is a fundamental step toward successfully treating a cancer patient. The last part of my
habilitation thesis describes my participation in National treatment recommendations for
oesophagal and gastric cancer and the European guidelines for the treatment of oesophagal
cancer.

As part of my habilitation thesis, I selected the 14 most important articles. My
contribution to these articles is summarized in the following tables, with special emphasis
on experimental work, student supervision, manuscript preparation, and research
direction.



[1] FORETOVA, L., M. NAVRATILOVA, M. SVOBODA, P. GRELL, L. NEMEC, L. SIROTEK,
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