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Concentration Determination of Baloxavir Acid in Human Plasma by LC — MS / MS Method
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Abstract: Objective

XEHS 1006 — 4931(2026)03 - 0076 — 05

Vi

To establish a liquid chromatography — tandem mass spectrometry (LC — MS / MS) method for determining
the concentration of baloxavir acid in human plasma. Methods After protein precipitation with methanol, plasma samples were
analyzed with dolutegravir as the internal standard. The chromatographic column was Phenomenex Luna® - Cg column (50 mm X
2.1 mm,3 pm),the mobile phase was methanol — 0. 1% aqueous formic acid solution (gradient elution),the flow rate was 0.35 mL / min,
the column temperature was 25 ‘C,and the injection volume was 10 L. Electrospray ionization was used with a positive ion mode
for multiple reaction monitoring. The ion pairs for analysis with mass — to — charge ratios (m / z) of 484.20 — 247.20
(baloxavir acid) and 420.00 — 277.10 (dolutegravir) were adopted. Results The linear range of baloxavir acid was 0.50 —
80.00 ng / mL (r = 0.999 3,n = 8). The lower limit of quantification was 0.50 ng / mL. The RSDs of the intra — day and inter —

day precision tests were in the ranges of 3.27% - 5.87% (n = 3) and 0.62% - 9.12% (n = 3),respectively. The RSD of the
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stability test was lower than 5%. The extraction recovery rate was in the range of 89.90% - 96.94%,and the matrix effect was in

the range of 100.76% - 115.00%. Conclusion This method is simple, highly specific, accurate, and stable, which can be used to

determine the concentration of baloxavir acid in human plasma.

Key words:L.C — MS / MS;baloxavir acid;blood drug concentration
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Tab.1 Results of the stability test (n = 3)
£R4h - 40 CA%3d -40°C REARI R
RERE b FARE 4hBEMRE M ERRE 3B FARE s ERRE 3REMRE  _
X(%)  RSD(%) X(%)  RSD(%) X(%)  RSD(%)
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

I ng/mL 0.96 0. 96 0. 96 0.93 0.96 0.95
0.96 0. 96 0.9633 0.5994 0. 96 0.96 0.9533 2.1837 0.95 0.96 0.9533 0.6057

0.97 0.97 0.97 0.97 0.96 0.95

5ng/ml 4.71 4.74 4.71 4.74 4.63 4.62
4.69 4.69 4.7567 1.6057 4.69 4.56 4.7133 3.0105 4.76 4.54 4.5433 1.6520

4.85 4.84 4.85 4.84 4.59 4.47

60 ng/mL 58.65 58.36 58.65 58.23 57.21 57.12
56.32 56. 96 57.5167 1.2913 56.32 56.55 57.0567 1.786 4 57.70 56. 96 57.6100 1.7193

57.33 57.23 57.33 56.39 58.32 58.75
3 'L'Tj'i/b\ [2] Food and Drug Administration. Xofluza ( baloxavir marboxil )
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