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In vivo pharmacokinetics of Corydalis Decumbentis Rhizoma extract in mice
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Abstract: Objetive To establish an LC-MS/MS method for the determination of protopine in plasma of mice and appliy to in vivo
pharmacokinetics study of Corydalis Decumbentis Rhizoma extract in mice. Methods LC-MS/MS method was performed. The
HPLC analysis was carried out on an Angilent Zorbax Cig column (50 mm x 2.1 mm, 1.8 pm). The mobile phase was methanol —
water (0.1% formic acid water solution) with gradient elution. The column temperature was 35 ‘C with injection volume of 5 pL at a
flow rate of 0.2 mL/min. MS conditions were that a triple-quadrupole mass spectrometry equipped with electrospray ionization (EST)
source for positive ion detection and multiple reaction monitoring (MRM) were applied. Dry gas (15 L/min) and air curtain gas (50
L/min) were used as high purity N, with temperature 340 ‘C. The contents of protopine in in plasma samples of mice were
determined with regression equation of standard curves. The blood concentration-time curve was investigated after ig administration
of Corydalis Decumbentis Rhizoma extract suspension prepared with sodium carboxymethyl cellulose to mice, then the
pharmacokinetic parameters were calculated. Results The method was linear over the concentration ranges of 0.4 — 200 ng/mL for
protopine. The RSD values of intra-day and inter-day were less than 15%, the relative error (RE) were all within 15%, and the extract
recovery was above 90%. The matrix effects were between 90% and 110%. The parameters of pharmacokinetics were C, 134.6
ng/m, and #,,,, 1.5 h. Conclusion The method is suitable to in vivo pharmacokinetic study of protopine in mice after ig administered
Corydalis Decumbentis Rhizoma extract.
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Fig. 1 MRM chromatograms of blank plasma (A), blank
plasma spiked with 0.4 ng/mL ptotopine and 50.0
ng/mL internal standard acetamidophenol (B), and
plasma sample at 30 min after ig 22 mg/kg of

Corydalis Decumbentis Rhizoma extract (C) of mice
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Table 1 Results of precision and accuracy tests

MRS /(ng-mL ™) MR /(ng-mL ™) [ 4 RSD/% H Ia] RSD/% HER /%
0.8 0.86 7.2 7.6 75
100.0 109.50 5.7 9.6 9.5
160.0 178.10 6.4 7.2 113
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BA%. EREIWREN QC MR, 6 FEASFAT >
BT, MAFUETHRY (4,05 JECAS MK 40 pL, &M
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Table 2 Stability of protopine in plasma of mice under different conditions

P 4 CJiE 24 h 3 AN RALEER KAsE v HIBCE 2 h
> NTIEA=EN NrPA= I S 4 ST A
. DA/ AT/ AT/ AT/
(ng'mL™") L RSD/% . . RSD/% . RSD/%
(ng'mL ) (ngmL ™) (ngmL ™) (ngmL ™)
0.8 0.87 8.4 0.72 10.3 0.73 8.2 0.85 11.2
100.0 107.20 8.3 105.30 8.4 106.80 7.1 91.30 8.4
160.0 173.10 5.9 173.10 7.9 169.80 5.7 169.20 5.9




AR FEwH %A  Drugs & Clinic

208 H10H 2014510 A * 1099 -

29 AHMFESHAINE

BRI RS AE R, ig 45 T H R
VI AT e e, 4RI DUE RIEE
Ykt 22 mg/kg, 7 5.0. 10.0. 15.0. 30.0 min L
K 1. 1.5, 2.0, 3.0, 4.0. 6.0, 8.0, 12.0. 24.0 h
IRHERNL 0.2 mL, BN £PAT 4 FUNR, 80E
ERA MR EOE Y, 3500 r/min .0 10 min,
WO R o e B IR AT St PR A 8L T 45 A
[ BsF 461 £ BT BRRAEG o e IR FE 1 QC A (0.8
160.0 ng/mL Fi] Jy ont WD, BE—AN TR IR
HATRREAR M. DL H B RDE R QC #
S5 T S i PP BT B ) A S, i 2 T
J5E — IR 2k UL 2.

250

200

—
W
(=}

100 |

1 253 %/ (ng'mL ™)

n
(=]

0 4 8 1‘2 1(; 26 24‘
t/h
2 /DR ig BT EXRTRIA R A M 2R E -
Fef 8] fh 2k
Fig. 2 Mean plasma concentration-time curve of protopine
in mice after ig administered with Corydalis

Decumbentis Rhizoma extracts
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