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	Title First Name Last Name: Dr. med. Alina Hilger
	Clinic: Department of Pediatric and Adolescent Medicine
	CSP Project Outline: Congenital urethral obstruction (LUTO; Lower urinary tract obstruction, OMIM # 618612) is caused by functional or anatomical obstruction of the outflow tract from the bladder. Functional obstructions include neuromuscular voiding disorders. The most common anatomical cause is posterior urethral valves (PUV). Approximately 3 in 10,000 pregnancies are affected. LUTO is a common cause of chronic kidney failure and dialysis in children. While several disease genes have already been described for functional micturition disorders, only BNC2 (MIM 608669) has been described as disease gene for anatomical blockages. The aim of this study is the systematic application of the latest high-throughput genotyping techniques to identify causative genetic factors for monogenic and multifactorial complex-genetically inherited LUTOs. This includes exome sequencing, analysis of copy number variations (CNVs) and genome-wide association studies (GWAS). Currently, a cohort of about 400 LUTO patients is available for these studies. In addition to genetic analyses, we conduct an epidemiological study to identify causative environmental factors.The identification of genetic and non-genetic risk factors and the description of the causal cellular pathomechanisms of LUTOs contribute to a better understanding of this malformation and its impact on the kidneys and the entire urinary tract. This may be the basis for better counseling of affected families and for the further development of already existing pre- and postnatal therapeutic approaches.
	Most important first Publication or Title Dissertation: Hilger AC†, Halbritter J†, Pennimpede T, van der Ven A, Sarma G, Braun DA, Porath JD, Kohl S, Hwang D-Y, Dworschak GC, Hermann BG, Pavlova A, El-Maarri O, Nöthen MM, Ludwig M, Reutter H, Hildebrandt F. Targeted re-sequencing of 29 candidate genes and mouse expression studies implicate ZIC3 and FOXF1 in human VATER/VACTERL association. Hum Mutat, (2015) 36:1150-1154 (†authors contributed equally to the manuscript)Kolvenbach CM, Dworschak GC, Frese S, Japp AS, Schuster P, Wenzlitschke N, Yilmaz O, Schierbaum L, van der Zanden LFM, Kause F, Schneider R, Taranta-Janusz K, Szczepanska M, Pawlaczyk K, Newman WG, Beaman GM, Stuart HM, Cervellione RM, Feitz WFJ, van Rooij IALM, Schreuder MF, Steffens M, Weber S, Merz WM, Feldkötter M, Hoppe B, Thiele H, Altmüller J, Berg C, Kristiansen G, Ludwig M, Reutter H, Woolf AS, Hildebrandt F, Grote P, Zaniew M, Odermatt B and Hilger AC. Rare Variants in BNC2 Are Implicated in Autosomal-Dominant Congenital Lower Urinary-Tract Obstruction Am J Hum Genet (2019) 104:994–1006 Schierbaum LM, Schneider S, Herms S, Sivalingam S, Fabian J, Reutter H, Weber S, Merz WM, Tkaczyk M, Miklaszewska M, Sikora P, Szmigielska A, Krzemien G, Zachwieja K, Szczepanska M, Taranta-Janusz K, Kroll P, Polok M, Zaniew M, Hilger AC. Genome-Wide Survey for Microdeletions or -Duplications in 155 Patients with Lower Urinary Tract Obstructions (LUTO). Genes (Basel). (2021) Sep 20;12:1449 
	CV: Current position: • Resident at the Department of Pediatrics and Adolescent Medicine, Friedrich Alexander University Erlangen• and Postdoctoral Researcher at the Research Center on Rare Kidney Diseases (RECORD), University Hospital ErlangenAcademic Career:02/2011 – 08/2017 Doctoral thesis with Prof. Dr. Nöthen at the Institute of Human Genetics, University of Bonn on "Systematic investigation of the molecular genetic causes of the VATER/VACTERL association".10/2011 -06/2012  Research Scholarship at the University of Michigan, Ann Arbor, Michigan, USA. Laboratory Prof. Dr. Friedhelm Hildebrandt, Division of Nephrology, on genetic causes of kidney disease in childhood, funded by a     scholarship of the International Academy of Life Sciences: BMEP (Bio-Medical Exchange Program) funded by the German Academic Exchange Service (DAAD).03/2014 – 04/2014 Research stay Boston Children's Hospital, Boston, New England, USA, Laboratory of Prof. Friedhelm Hildebrandt, on genetic causes of oesophageal atresia.Since 2013 Start of scientific work on genetic causes of congenital Lower Urinary Tact Obstruction (LUTO).01/2017- 05/2021 Resident at the Centre for Paediatrics, University Hosapital Bonn (March 2017-November 2017 Parental leave)11/2017-12/2018 BONFOR-Gerok Step 1 fellowship on systematic investigation of the genetic causes of LUTO.08/2019-05/2021 BONFOR-Gerok Step 2 fellowship on fellowship on systematic investigation of the genetic causes of LUTO. Combined with clinical residency.Achievements:06/2018 Nomination for the Young Investigator Award of the European Society of Human Genetics (ESHG 2018, Milan).03/2019 Lecture Award of the German Society for Paediatric Nephrology (DGPN 2019, Cologne).Extracurricular Activities:• 3 Kids – ages 7, 4, 4 :-D• Member of the Board of the Montessori Association Röttenbach• Scientific advisory board of the self-help organisation ‚LUTO-Kinder e-V.‘Languages:German & English
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