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Abstract Objective: To establish a liquid chromatography tandem mass spectrometry ( HPLC — MS/MS) method for
the determination of cimicifugoside H — 1 in Beagle dog plasma. Method: The structural analogues 20 ( S) - ginsen—
oside Rg3 was used as the internal standard. After liquid - liquid extraction samples were separated by a gradient elu—
tion procedure and the mobile phase consisted of methanol and water. The quantitation was performed on an API —
4000 HPLC — MS/MS with negative electrospray ionization in multiple reaction monitoring ( MRM) mode. The precur-
sor to product ion transitions for cimicifugoside H — 1 and 20 ( S) - ginsenoside Rg3 ( IS) were 615. 5—369. 6 and
783.5—161. 1 respectively. Results: The assay was reproducible and linear for cimicifugoside H — 1 in the range of
0.5 - 1000 ng * mL™". The lower limit of quantification ( LLOQ) was 0.5 ng * mL™'. The exiract recovery was
90.4% 94.0% and 89.0% for cimicifugoside H — 1 at concentrations of 2.0 50 500 ng * mL ™" the intra — and inter
—day precision of analysis was 5. 9% 4.7% 3.8% and 10.8% 6.3% 7.8% respectively. Conclusion: The method
is sensitive accurate and suitable for determination of cimicifugoside H —1 in Beagle dog plasma.
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Tab 2 Precision and accuracy of cimicifugoside
H -1 in Beagle dog plasma 2 LC-MS/MS H-1 Rg3
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1%
/ngemL~" /ngemL~! (intra-day) (inter - day) 1%
2.00 2.14 5.9 10.8 107.0 7.1
50.0 49.8 4.7 6.3 9.6 -0.4
500 488 3.8 7.8 97.7 -2.3
7
100 }.LL « ”
L3 ( H-1
-1
2.0 50 500 ng * mL™')  QC 6 .

100 ML 13 ”»

Fig2 LC - MS/MS of cimicifugoside H =1 and 20 ( S) - ginsenoside
Rg3 (1. S.) in Beagle dog plasma
A. ( blank Beagle dog plasma)  B.
H-1 (0.5 ng * mL™") Rg3(2.0 pg *
mL™Y)  blank Beagle dog plasma spiked with 0.5 ng * mL~'( LLOQ)
cimicifugoside H—1 and 2.0 pg * mL.~' 20 (S) - ginsenoside Rg3 ( 1.
s)  C (7.42mg kg~ )1 h

( plasma sample from a Beagle dog 1 h after oral administration of
the home — made capsules)
1. H - 1( cimicifugoside H-1) 2. Rg3 20 (S) -

ginsenoside Rg3
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3 samples of cimicifugoside H —1
H-1 2% h 3 304d
(24 h room temperature) ( freeze — thaw) ( freezing for 30 day)
90.4% 94.0% 89.0% 94.7% RSD (‘added)
7.0% 4.1% 11.2% 1.0% I/n“L%_’] ( mean) I:ZD ( mean) tj:/u ( mean) 1;(%71)
8 /ng * mlL~! T ngemLt ngemL-l
H-1 . 2.00 2.00 5.2 202 48 204 5.0
(2.0 50 500 ng * mL"") 50.0 50. 67 5.7 50.6 2.2 50.5 2.6
24 h.3 ( 500 508. 67 2.1 506 3.4 509 2.8
30 d) o 24 h
0h 0.167 0.5 0.75 1
3, . RSD < 1.523468 10 12 18 24 36 48 h
15% . H-1 3 mL
i 10 min( 3600 r * min ") -40
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HPLC - MS/MS H H-1
-1 Beagle o 6 4
Beagle ( ) 7.42 mg * kg 3
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Tab 4 The plasma concentration of cimicifugoside H —1 after oral administration
of the home — made capsules (7.42 mg * kg™') for six Beagle dog
T/h No. 1 No. 2 No. 3 No. 4 No. 5 No. 6 (' mean) sD
0 n. d. n.d. n. d. n. d. n.d. n. d. n. d. n.d.
0.17 n.d. 0.674 n. d. n. d. n.d. 1.04 0.29 0.46
0.50 7.72 17.1 n.d. 2.08 5.91 3.86 6.11 6.03
0.75 11.7 10.9 n.d. 5.02 15.3 8.78 8.617 5.42
1.00 12.3 5.00 n. d. 22.2 11.3 10.6 10.23 7.49
1.50 14.0 3.51 14.4 9.21 10. 8 26.5 13.07 7.67
2.00 8.99 4.57 6.15 10.3 7.83 14.3 8. 69 3.42
3.00 7.28 2.18 2.00 2.13 1.37 3.8 3.13 2.19
4.00 4.68 n.d. n.d. 4.44 n.d n.d. 1.52 2.36
6.00 0.73 n.d. n. d. n.d. 0. 60 n.d. 0.22 0.35
8. 00 n.d n. d. n. d. n.d n.d n. d. n.d. n.d.
10. 00 n. d. n.d. n.d. n.d n.d n.d. n.d. n.d.
12.00 n.d. n.d. n. d. n.d n.d n. d. n. d. n.d.
18.00 n.d. n.d. n.d. n.d n.d n. d. n. d. n.d.
24. 00 n. d. n.d n. d. n.d n.d n. d. n.d. n.d.
36. 00 n.d. n.d. n. d. n. d. n.d n. d. n. d. n.d.
48.00 n. d. n.d. n. d. n. d. n.d n. d. n. d. n. d.
10 Beagle H-1
H-1 HPLC - MS/MS
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Fig3 The mean plasma concentration — time curve of cimicifugoside H
-1 after oral administration of the home — made capsules (7.42 mg °

kg™!) for six Beagle dog
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