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COMMENTARY TO HABILITATION THESIS'

The submitted habilitation thesis is presented as a commented collection of publications
focused on prognostic and predictive biomarkers in gynecological malignancies. The included
studies were conducted over the past decade and document the gradual evolution of the
author’s scientific and professional interests in gynecological oncology. A common theme
across the publications is the effort to deepen understanding of the biological basis of
gynecological cancers and to translate newly acquired knowledge into individualized
diagnostic and therapeutic approaches.

Over the past two decades, oncology has undergone a profound transformation, shifting
from the traditional assessment of clinicopathological tumor characteristics toward the
integration of molecular and genetic information, which increasingly influences both diagnostic
and therapeutic decision-making. This development forms the conceptual framework of the
present habilitation thesis.

A substantial portion of the research presented was conducted within the Multidisciplinary
Gynecologic Oncology Working Group at University Hospital Brno. The group was established
to link clinical care with research and to create a collaborative platform for clinical oncologists,
gynecologic oncologists, pathologists, molecular biologists, radiologists, radiation oncologists,
and other specialists. Interdisciplinary collaboration represents an essential prerequisite for
modern clinical research and enables the effective translation of scientific discoveries from the
laboratory into clinical practice. The establishment of this platform significantly contributed to
the development of multiple research projects focused on the biological characteristics of
gynecological cancers and their clinical implications.

The first thematic section of the thesis is devoted to endometrial cancer. As the most
common gynecological malignancy in developed countries, endometrial cancer has undergone
substantial changes in recent years, particularly with the introduction of molecular
classification. This approach has significantly complemented traditional clinicopathological risk
stratification at the time of diagnosis and has enabled more accurate prognostic assessment,
greater individualization of treatment strategies, and, in selected situations, prediction of
treatment response. The publications in this section focus on the clinical significance of
molecular classification, its implementation in routine clinical practice, and the use of molecular
markers in treatment decision-making. An important component of these activities was
international collaboration within the European Network of Individualized Treatment in
Endometrial Cancer (ENITEC), which provided opportunities to participate in projects focused
on validating molecularly based prognostic models and applying them in everyday clinical
practice.

The second thematic section addresses ovarian cancer. Despite advances in surgical and
systemic treatment, ovarian cancer remains one of the most serious gynecological
malignancies, and both primary and acquired resistance to systemic therapy pose a major
clinical challenge. The publications in this part of the thesis focus on novel prognostic and
predictive biomarkers, particularly Schlafen 11 (SLFN11), PD-L1 expression, and SMARCA4
alterations. These studies have advanced understanding of tumor heterogeneity, mechanisms
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of treatment response, and the development of therapeutic resistance. They also underscore
the growing importance of the tumor microenvironment and interactions between tumor and
immune cells, which are key areas of oncological research.

Over time, the author’'s research expanded to include comprehensive genomic profiling
and precision oncology. The implementation of next-generation sequencing technologies
enabled the identification of molecular alterations with potential therapeutic relevance and
opened new opportunities for targeted treatment in patients with gynecological malignancies.
These activities also included evaluating genomic profiling in routine clinical practice and
assessing the clinical utility and therapeutic actionability of identified molecular alterations.
Collectively, these studies document a gradual transition from investigating individual
biomarkers to a comprehensive molecular view of cancer.

In parallel with biomarker research, considerable attention was devoted to translating new
scientific findings into clinical care. In addition to conducting research projects, the author
helped introduce novel therapeutic approaches into routine practice, developed clinical
recommendations, and conducted clinical trials. Particular emphasis was placed on evaluating
new systemic treatment options for gynecological malignancies and their application in
everyday clinical practice. These activities represent a natural integration of scientific research
with patient care and reflect the conviction that the primary goal of clinical research is not only
the generation of new knowledge but also its translation into meaningful patient benefits.

The collection of publications documents the gradual evolution of the author’s research
activities, from the study of individual prognostic and predictive biomarkers to the integration
of molecular information into the diagnosis and treatment of gynecological malignancies. At
the same time, it reflects a long-term effort to bridge clinical and research activities and to
facilitate the implementation of novel scientific findings into the everyday care of patients with
gynecological cancers. The studies included in the present habilitation thesis do not represent
the complete publication record but rather a selection chosen for their relevance to the topic
and their ability to reflect the author's scientific development. The included studies are those
in which the author made a substantial contribution to study design, data acquisition and
analysis, interpretation of results, manuscript preparation, and/or overall research direction.
Together, these publications constitute the principal scientific outputs that form the basis of the
present habilitation thesis.

Bibliographic records for the selected publications, along with the author's contribution to
each study, are provided below.
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