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Thema der Dissertation:

Discovery, design, synthesis and evaluation of novel protein-nucleic acid interaction
inhibitors directed against KSHV LANA and IMP2

Cancer is characterized by the uncontrolled growth and spread of abnormal cells, triggered by
various mechanisms. Some cancers are caused by oncogenic viruses such as Kaposi's sarcoma-
associated herpesvirus (KSHV). Certain proteins, such as insulin-like growth factor 2 mRNA-
binding protein 2 (IGF2BP2 or IMP2), which are normally only expressed during embryonic
development, can become reactivated and promote tumor growth and poor prognosis. This
thesis describes the optimization and expansion of previously reported KSHV LANA-DNA
interaction inhibitors to achieve in cellulo activity for the first time. Additionally, the compounds
were converted into proteolysis-targeting chimera (PROTAC) candidates to induce target
protein degradation. Furthermore, screening of a compound library identified novel inhibitors
of the IMP2-RNA interaction, which were subsequently characterized biophysically.
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