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Simultaneous Determination of Three Components of Sacubitril/Valsartan in Human Plasma by HPLC-FD
and Its Application

MA Yanni®, YAN Ning®, CHEN Guoting®, ZHANG Hui®, ZHANG Wenping® (General Hospital of Ningxia Medical
University, a.Department of Pharmacy, b.Coronary Care Unit, Yinchuan 750004, China)

ABSTRACT: OBJECTIVE To establish an analytical method for simultaneous determination of sacubitril, valsartan and its main
metabolite LBQ-657 in human plasmas by high performance liquid chromatography-fluorescence detection(HPLC-FD).
METHODS Precipitation method was used to treat plasma samples via acetonitrile and SN-38 applied as internal standard.
Agilent Eclipse SB-Cis(250 mmx4.6 mm, S um) was used. The chromatographic separations were accomplished using
multi-wavelength with a mobile phase composed of methanol and sodium dihydrogen phosphate buffer(pH 3.0) at ratio of 67 : 33.
The column temperature was maintained at 25 °C with the flow rate of 1.0 mL-min~!. The injection volume was 20 pL. The
multi-wavelength conditions were 0—6 min, Aex=380 nm, Aem=430 nm, for SN-38; 6—9.4 min, Apx=255 nm, Aem=314 nm, for
sacubitril; 9—-12 min, Aex=255 nm, AeM=374 nm, for valsartan; 12—18 min, Aex=255 nm, Aem=314 nm, for LBQ-657. Sacubitril and
valsartan sodium tablets(dose 100 mg) was administered to 5 patients and sampling after 1.5, 3 h. HPLC-FD was used to detect
concentration of sacubitril, valsartan and its main metabolite LBQ-657 in human plasma. RESULTS The calibration curves were
linear over the range of 0.1-20 pug-mL™!(7>0.999). The extraction recovery of sacubitril, valsartan and LBQ-657 were found from
80.30% to 96.45%. According to the intra- and inter-day precisions, accuracy and stability, demonstrating that the method was
confirmed to be accurate, precise and stable. CONCLUSION The developed method is successfully applied for determination of
sacubitril, valsartan and its main metabolite LBQ-657 in human plasma.

KEYWORDS: sacubitril/valsartan; LBQ-657; pharmacokinetics; HPLC-FD
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Fig. 2 Representative HPLC chromatograms of sacubitril, valsartan, LBQ-657 and SN-38 in the plasma of human

A-blank plasma of human; B-blank plasma+LBQ-657; C-blank plasma+tvalsartan; D—blank plasma-+sacubitril; E-blank plasma+SN-38; F—plasma
samples after oral administration; 1-SN-38; 2-LBQ-657; 3—valsartan; 4—sacubitril.
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