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YBopa: [IMpeKTHN OpaiHN aHTUKOAry1IaHCK Cy rpyna IeKOBa KOju ce KOpUCTe 3a NPEBEHLM]Y U leUetbe BEHCKe TPOMBO3e U
BEeHcKe Tpomboembonuje. Y ciydajy npenosmparba, hMXoB HajBayKHUjU Hee/beHn edeKar je KpBapetrbe. 360r BesiMKor
TOKCMKOJIOLKOT 3Hayaja jaB/ba ce NoTpeba 3a pasBojem aHaMTUUKe MeTode 3a Npahetbe KOHLEHTPaLLMje OBUX IEKOBA Y
610I0WKOM MaTepujany.

LUum paga: LUy osor paga je ontumumsaumja u Baamaaumja LC-MS/MS metoge 3a ogpehuBsarbe cagpikaja pusapokcabaHay
y30pumMma naasme.

Martepujan un metoge: AHanun3a je n3BpLIeHa Ha xpomaTtorpadckoj kononu Infinity Lab Poroshell 120 EC-C18, 4.6 x100 mm,
2.7 um, y3 KapbamasenuH Kao MHTepHM cTaHAap4,. EKCTpakumja aHanuTa je BpweHa MeTogom npeumnutalmje npoTenHa.
Kao mobunHa dasa kopuiwheHa je cmewwa auetoHuTpuaa n 0.1% mpassbe knucennHe y ogHocy 50:50 (v/v). MpoTtok mobuaHe
dase je 6uo 400 uL/min. Temnepatypa KonoHe je nogelleHa Ha 30 °C, a Temnepartypa aytocemnsepa Ha 4 . [eTekuuja
puBapoKkcabaHa M MHTEPHOT CTaHAAPAA M3BPLUEHA je Y MYyATUPEAKLMOHOM MOHUTOPUHT moay (MRM), npatehu joHcke
npenase: 437 > 145 (m/z) 3a pusapokcabaH, ogHOCHO 237 > 194 (m/z) 3a UHTEPHU CTaHAAPA.

Pe3yntatu: Y 0BOM pasy UCNUTAHA je CEeNeKTUBHOCT, IMHEAPHOCT, IMMUT AeTeKUMnje, IMMUT KBaHUTUPUKALMjE, TaUHOCT U
NPEeLM3HOCT ONTUMKU30BaHe aHANUTUYKe MeToae. CBu fobujeHn pesyaTaTn cy 6uaun y cknagy ca oarosapajyhum
CMepHULLaMa.

3aksby4dak: CTaTUCTUYKa aHaAn3a je NOoKasana 4a je BaiMaMpaHa mMeToAa NoroAHa 3a PYyTMHCKO ogpehusarse
puBapokcabaHa y nnasmu naupjeHata. KoHueHTpaumja puBapokcabaHa je ogpeheHa y peasHnum y3opumma naasme u
[06ujeHn pesyatatm 6Uam cy y Tepanmjckom oncery.
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Introduction: Direct oral anticoagulants are used in therapy of venous thrombosis and venous thromboembolism. In case
of overdose, their most important side effect is bleeding. Due to the great toxicological significance, an analytical method
for monitoring these drugs in biological material is needed.

The Aim: The aim of this study is to optimize and validate the LC-MS/MS method for the determination of rivaroxaban in
plasma samples.

Material and Methods: The analysis was performed on an Infinity Lab Poroshell 120 EC-C18, 4.6x100 mm, 2.7 um
chromatographic column, with carbamazepine as internal standard. A mixture of acetonitrile and 0.1% formic acid in a
ratio of 50:50 (v/v) was used as the mobile phase with the flow rate 400 puL/min. The column temperature was set to 30°C.
Detection of rivaroxaban and internal standard was performed in multireaction monitoring mode (MRM), with following
ion transitions: 437>145 (m/z) for rivaroxaban, and 237> 194 (m/z) for internal standard.

Results: The selectivity, linearity, limit of detection, limit of quantification, accuracy and precision of the optimized
analytical method were examined. All results obtained were in accordance with the relevant guidelines.

Conclusion: Statistical analysis showed that the validated method is suitable for determination of rivaroxaban in plasma.
The concentration of rivaroxaban was determined in real plasma samples and the obtained results were in the therapeutic
range.
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