20234 1 S H 4532 445 1 Y& % -HHRE-
Vol. 32,No. 1,January 5,2023 China Pharmaceuticals Pharmacy Articles

doi:10.3969 / j.issn.1006 — 4931.2023.01.007

REGEBRBEITENEXRMDRPANFERTFA-
REREREDGUN D ERR
Wiy ROt D S )

(FREFERKEER, & #%iE 519015)

WE B Zing XA bR Prded A- M(TA - )R8 &35 $ KRG (LC - MS/MS) %, 5t F S L 2 Rl 2 ) 5 (PK)
HAE iR & AR A Agilent XDB - Cu A2 (150 mm X 2.1 mm, 5 um) , RS A8 4 T - 2 mmol / L LB 4% (55:45,V/ V), ki A
250 pL/ min, B A 35 C,#HFH Spul; R AL ER TR, UG BT % B -F R m En 7 Kb 12 2 X KRS A s sk
AR ATk dE — M (11 ,m  m) A AR, & 6 X, R AR 6 LC - MS/MS FM 2 Hak R P TA - 4958 B (AARLIF Re,
ARAR)ER TA-TMREHRAELE0.3~3000ng/ mLEE N5 TA - M fe AARS BALA LML X R R4, £ F FRA 0.3ng/mL,
B EFE BRI KR R GRS AR X R AT R F R S s B S AUR AL S - A (L Lm  m) A
AR AR R TA — M09 e 25 3R E — B 18] w25 T @ AR08 K ,0 — o 89 -F 39 i B o 10 (MRT,_,) Fe il e ¥ 32 80 (2,,,) 39 2 F 3 K (P <0.01),
Zi A FBRERE EREMTE, THTAUERAARATA - M hRE Foik - F (11, m/m)EAREET TA - 149
B, T HE K MRT, A= 1,50

KA e A- M RABE#PBRAE L HARMD N F R KR

P E %S :R932;R285.5 XEkARERD A M E4S:1006 - 4931(2023)01 - 0027 - 05
Determination of Timosaponin A — Ill in Rat Plasma by LC- MS/MS and Its

Pharmacokinetic Study
CHEN Baoting ,CHEN Juliang ,ZHAN Yakun,ZHANG Sufang
(Zhuhai Hospital of Guangdong Provincial Hospital of Traditional Chinese Medicine ,Zhuhai,Guangdong ,China  519015)
Abstract: Objective To establish a liquid chromatography — tandem mass spectrometry (LC — MS/ MS) method for the
determination of timosaponin A — I (TA - I ) in the rat plasma, and to investigate its pharmacokinetic (PK) characteristics.

Methods The chromatographic column was Agilent XDB — Cy column (150 mm X 2.1 mm, 5 pum) , the mobile phase was
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acetonitrile — 2 mmol / . ammonium acetate (55 : 45,V / V) ,the flow rate was 250 L/ min,the column temperature was 35 °C,and
the injection volume was 5 L. The detection was performed with the electrospray ionization (ESI) and negative ion — multiple
reaction monitoring mode. Twelve rats were randomly divided into the Anemarrhenae Rhizoma decoction group and the
Anemarrhenae Rhizoma — Phellodendri Chinensis Cortex (1 : 1,m/m) decoction group,with six rats in each group. The established
LC - MS/MS method was used to determine the drug concentration of TA — Il in the two groups with ginsenoside Rg, as the
internal standard. Results The linear range of TA — Il was 0.3 -3 000 ng/mL,and the lower limit of quantitation was 0.3 ng/mL.
The results of precision, accuracy, extraction recovery, matrix effect, residual effect and stability tests all met the requirements of
methodology. Compared with the those in the Anemarrhenae Rhizoma decoction group,the area under the curve of TA — Il in the
Anemarrhenae Rhizoma — Phellodendri Chinensis Cortex (1 : 1,m / m) decoction group increased,and its mean residence time at
0 - (MRT,_,) and half life (z,,,) significantly lengthened (P < 0.01). Conclusion The method is simple,accurate and reliable,

which can be used for the determination of the drug concentration of TA — Il in rats. The Anemarrhenae Rhizoma — Phellodendri

Chinensis Cortex (1 : 1,m/m) decoction can promote the absorption of TA — Il and the lengthening of its MRT,__ and ¢,,,.
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Tab.1 Results of the precision and accuracy tests of TA — Il in
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Fig.1 LC-MS/MS chromatograms of the specificity test
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Tab.2 Results of the extraction recovery and matrix effect tests
of TA — I in plasma (X £5,%,n=5)

Vi 4194 RIREE R
1 ng/mL 96.03 +3.94 90.63 +6.45
1500 ng/ mL 100. 66 + 1. 68 83.57+0.26
2500 ng / mL 102. 11+ 1.31 88.88 £0.49
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Tab.3 Results of the stability test of TA — III in plasma

(X +5,%,n=5)
R FiE(4h) B A&k (3 %) 4°C(241h)
Ing/ml  109.25+8.99  108.00+9.06  100.24 = 12.31
1500ng/mlL. 90.17+3.82  91.83+2.52  108.80+3.69
2500ng/mlL 91.30+£0.82  91.20+£1.90  106. 80 + 3. 88
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Tab.4 PK parameters of TA - Il (X +s,n=6)
PK A4 S RARA e - (1L, m m) &R
AUC,_, [(pg-h) /1] 586.90+ 281. 50 706. 59 + 402. 34
AUC, , [(pgeh) /L] 662.59 +241.35 912. 57 + 540. 44

MRT,_, (h) 9.23+1.88 12.39+3.98
MRT, ., (h) 12.92£4.05 22.96+20.57
(h) 6.99+3.00 15.12417.93°
f,.(h) 6.33+1.97 7.60+2.61
C,.(ng/L) 48.65+25.07 51.28+23.32

E: 5 e AR, P < 0,01,
Note: Compared with those in the Anemarrhenae Rhizoma decoction
group, P < 0.01.
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Fig.2 Mean drug concentration — time curves of TA - Il (n =6)
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