Intracellular Pharmacokinetics of Favipiravir-5°-Ribofuranosyl Triphosphate in COVID-19 Patients
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Figure 2. [F-RTP] in PBMC on Day 1, 3 and 5 at 6.28 (median) h post-dose. The dashed lines indicate the assay
limit of quantification (LLQ) of 24 pmol/sample. Values <LLQ expressed as 2LLQ. Circles: D1; Squares: D3:
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Figure 1. HemaSep™ Plasma Filtration Card. FVP was determined in the outer plasma ring (H-PL) and F-RTP from the
inner cellular spot (H-C). H-PL [FVP] were quantified as ng/sample (sample = 50uL plasma) and subsequently
normalised to ng/mL. ®

high interindividual variability noted
Limited evidence for accumulation of F-RTP from d1-d5;
sampling issues: 26% haemolysed, 10% low cell count
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and FVP L-PL (r*=0.23, p=0.06).
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Despite PK sampling not extending beyond 7 h post
dose, the low P:T ratio of F-RTP indicates an
extended intracellular half-life compared to FVP.
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METHODS
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concentrations were expressed as pmol/sample (12mm
punch, H-C) and pmol/10° cells (PBMC). PK parameters

were calculated using WinNonlin..

(Figure 4).
The ratio of peak-to-trough concentrations (P:T) on d3 was
1.0-5.1 for FVP (H-PL) and 1.0-2.2 for F-RTP (H-C).

Figure 3. Geometric mean (95% CI) F-RTP concentrations in H-C and PBMC on d3 (top) and d5 (bottom) in patients receiving
FVP twice daily for 1 h at 600, 1200, 1800 and 2400 mg. Dashed lines indicate the assay limit of quantification (LLQ) for H-C
(24 pmol/punch) and PBMC (24 pmol/sample).
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