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Suggested reading(s): 


	Laboratory: Research Unit for Rare Diseases
	Group Leader: Prof. Stanislav Kmoch
	Website: https://www.biocev.eu/en/research/development-of-diagnostic-and-therapeutic-procedures.7/the
	Project title: Pathogenic variants of histone methyltransferases: structure-function study
	Supervisor: Aleš Hnízda
	Project description: Our team is based in a lab in BIOCEV being a part of Research Unit of Rare Diseases (First Faculty of Medicine in Charles University). We aim to characterize functional effects of genetic variants identified in patients suffering neurodevelopmental rare diseases.
The goal of the current project is to examine properties of mutant proteins involved in gene expression (transcription factors, histone methyltransferases) and lipid metabolism (apolipoproteins).
Ph.D. project includes molecular cloning, protein purification followed by their functional characterization. Reconstituted biolomolecules will be analysed by functional assays (enzyme activity, intermolecular interactions) and structural techniques  (mass spectrometry, diffraction techniques and advanced microscopy). Obtained results will be correlated with phenotype of transgenic mice (developed in BIOCEV) and with clinical symptoms of the patients.

	Requirements: - MSc. degree in chemistry, biochemistry or biology
- Previous experience with cloning, purification or protein characterization is an advantage but not requirement
- Self-motivated personality with interest in genetics and/or structural biology

	What we offer: - Ph.D. position starting in October 2023 (with earlier start possible)
- Work in multidisciplinary team consisting of geneticists, molecular biologists and analytical chemists
- Bespoken projects fitted to your expertise
- International collaboration

	Suggested readings: Sikora J. et al. A mutation in the SAA1 promoter causes hereditary amyloid A amyloidosis. Kidney Int. 101(2):349-359 (2022).
Hnízda A. et al. Relapsed acute lymphoblastic leukemia-specific mutations in NT5C2 cluster into hotspots driving intersubunit stimulation. Leukemia 32: 1393-1403 (2018).



