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ABSTRACT

INTRODUCTION: Met opr ol ol i -adrermblosker lwighout intnnsic synibathomimetic
activity. The effectiveness of metoprolol has been proven in numerous clinical studies in the
treatment of arterial hypertension, stable angina, myocardial infarction, chreait failure.

To improve the efficiency and safety of the therapy, it is advisable to carry out therapeutic drug
monitoring of metoprolol, which requires a sensitive method for its quantitative determination.

AIM: To develop, validate and test a methad the determination of metoprolol in human
plasma using high performance liquid chromatography (HPLC) with tandem mass spectrometric
detection (MS/MS).

MATERIALS AND METHODS: The work was performed on Ultimate 3000 TSQ Fortis
HPLC-MS/MS (Thermo Fisher,USA). For sample preparation, acetonitrile was used with
fexofenadine hydrochloride at a concentration of 10 ng/ml as an internal standard, which was added

to plasma samples in 3:1 ratio. The volume of
pefomed on UCT Selectra C18 4.6 mm I 10-6olumm, 3 u
at 35AC, in gradient elution mode in préportiot
80%/20%, 0.1 mind 45%/55%, 5 mind 10%/90%, 10 mind 80%/20%, at flowrate of

300 OI/ min, Detection was performed in positi Ve
4000 VvV, sheath gas 50 arb, auxiliary gas 10 ar
ion transport t ube t e mpge redctiom monitdring Wwdtle (MBM)i ng t
at argon flow rate 2 mTorr, 268 m/z Y 115.5 r
268 m/z Y 191 m/z, Collision Energy 17 V, Tube

served as matrix.

RESULTS: The analytical range of the technique was1RP00 ng/ml. The developed technique
was tested on a patient with arterial hypertension. During the analysis, an equilibrium concentration
of metoprolol of 12.0 ng/ml was detected in the patient's blood plasma (shvidthe patient

took metoprolol tartrate at a dose of 12.5 mg twice a day for a week), and in 2 hours after taking
the drugd 31.0 ng/ml.

CONCLUSION: A method for the quantitative determination of metoprolol in human blood
plasma using HPLGIS/MS hasheen developed, validated and tested.
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