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In vivo pharmacokinetics of Potassium Citrate Sustainded-release Tablets in
healthy volunteers
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Abstract Objective To study the in vivo pharmacokinetic characteristics of Potassium Citrate Sustainded-release Tablets (PCSTs)
in healthy volunteers, comparing with ordinary granules. Methods The concentration of folic acid group in urine was determined by
LC-MS after a single dose (32 cases) or multiple doses (20 cases, the double cross test) oral PCSTs and granules, baseline was checked
by endogenous drugs, pharmacokinetic parameters were calculated by urine drug cumulative excretion (4e ¢.24 1) and maximum urine
drug excretion rate (Ry,,) as key indicators. The sustainded release characteristics of PCSTs were evaluated after variance analysis and
logarithmic transformation principle of bioequivalence analysis by dose-adjusted. Results The pharmacokinetic parameters of PCSTs
and granules from the single-dose study were as follows: 4. .41, of test drug (low-dose, 1.08 g), (mid-dose, 2.16 g), (high-dose, 4.32 g),
and had no significant difference compared with 2.9 g of reference drugs. R, of test drug (low-dose, 1.08 g), (mid-dose, 2.16 g),
(high-dose, 4.32 g) h, and had the significant differences compared with reference drugs (P<0.05). The pharmacokinetic parameters of
PCSTs and granules from the multi-dose study were as follows: A4, g4, Of test drug (mid-dose, 2.16 g) and had no significant
differences compared with reference drugs. R.x of test drug and reference drug had significant differences (P<0.001). Results
Compared with granules, PCSTs show the significant sustainded-release characteristics.
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Fig.1 LC-MS chromatograms of blank urine (A), potassium citrate reference substance + internal standard maleic acid (B),

internal standard maleic acid (C), and urine sample in volunteers after oral administration of PCSTs (D)
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Table 1 Results of intra-assay and inter-assay precision

FURIKRE (ngmL ™) HEARSE /% HERDRE 2%
25 6.35 7.13
250 6.40 6.71
800 5.06 6.13
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Fig. 2 Mean cumulative urinary excretion (baseline adjusted) — time curve (A) and mean rate of urinary excretion (baseline

adjusted) - midpoint curve (B) of PCSTs and granules after a single oral administration
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Table 2 Pharmacokinetic parameters after a single oral administration of PCSTs and granule

FE b /g n Aqgo24n/mg Rua/(mgh ™) fax /R
RSy 1.08 8 196.88+89.11 11.69+6.88 3.25+1.69
2.16 8 279.74+67.50 14.3247.77 5.94+3.28
4.32 7 516.384+304.50 81.64+67.66 2.57+2.15
I 2.90 8 383.88+133.70 54.22+13.99 3.69+4.67
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Fig. 3 Mean cumulative urinary excretion (baseline adjusted) — time curve (A) and mean rate of urinary excretion (baseline

adjusted) - midpoint curve (B) of PCSTs and granules after multi-dose oral administration
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Table 3 Pharmacokinetic parameters after multi-dose oral administration of PCSTs and granule

BELREMRASBERGNFSH

ﬁgﬂa %u%/g Ae 0-24 h/mg Rmax/(mg'hil) tmax/h
oR R 2.16 449.624116.56 31.85+17.54 2.684+3.21
EIb 1.45 407.53+£221.44 74.58+79.72 2.68+3.02
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