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Background: Liquid biopsy (LB) was introduced into routine clinical practice in Serbia in 2016 in the setting 

of lung cancer. Widening its implementation has proven financially and logistically challenging. National 

efforts employing clinicians and researchers, members of the STEPUPIORS and EXPAND-EV Horizon 

Europe projects and the ESMO-affiliated Association of Medical Oncologists of Serbia and EACR-affiliated 

Serbian Association for Cancer Research are expected to advance clinically significant LB implementation in 

Serbia.  

Methods: At the Institute for Onocology and Radiology of Serbia (IORS), molecular diagnostics using for 

RAS/BRAF mutation testing for patients with metastatic colorectal cancer has been performed from tissue 

since 2008, and from liquid biopsy since 2024. A cohort of around 100 Serbian patients with rectal cancer 

treated with neoadjuvant chemoradiotherapy, was profiled using radiomics, proteomics and transcriptomics to 

yield useful data on new prognostic and predictive biomarkers in the locally advanced setting within the 

STEPUPIORS project. Blood draws were made in six clinically significant moments to correlate LB-derived 

data with clinical outcomes and stored in the first Serbian cancer biobank at IORS. Within the EXPAND-EV 

project, plasma and pleural effusion samples of patients with advanced non-small cell lung cancer were 

obtained for molecular diagnostics and isolation of extracellular vesicles (EVs) in search for new prognostic 

and predictive biomarkers.  

Results: Within the pilot study of RAS/BRAF mutation testing from LB in the anti-EGFR therapy rechallenge 

setting, clinically significant data was obtained for 24 carefully selected patients. In lung cancer, LB testing 

from plasma and pleural effusion was successfully used for the detection of the resistance T790M EGFR 

mutation at progression on EGFR TKIs and at diagnosis when tissue biopsy was not available in around 300 

cases. EVs were successfully isolated and characterized from pleural effusion samples yielding material for 

ongoing proteomics studies.  

Conclusion: LB is well embeded in molecular diagnostics and scientific research in Serbia, but a clear national 

strategy is still lacking. Data from European and international collaborative scientific projects will be used as a 

basis for advancing clinically significant LB implementation in Serbia in the future, thus overcoming financial 

restrictions of the resource-limited national healthcare system.    
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