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[ E] ity HRSLEHRA Beagle Rk MFE R A %, Tk BAASZH Re (EHBMAEAR (Marker) , FIH LC-MS #3475 £ i 51K Beagle &

FRoHFEF R, 18 % Beagle RMNLAMKE . & KA EA, ¥HGEE2H % F 20000, 6000, 2000 mokg (& EHEITHE) L ELHR, FLEALH6AMA, 2
Bl T4%% 1, 040 180 d #4THRF A F R, ZLC-MSERIMALLZH Re 4 &, WHARD AFEHK, HIXEHETER (AIC ., ) ZAMBGHRE (Cu) #H4T
GAt o, R AB R Re R A 25k Tk 34742 ng/mL, (EiE T W, EAHE K 6 N EEEETRAF, FHH GutE (MRT o ) K 60 — 80 min;
IAEMEENFEHAS B Re WAR A FHHAIC o A1 Co HRMAINZR, BR— BN ATRAELEASZH Re 6925 R 314 F 55 AUC o) A1 Co E 3
MNEMEHHEREZR (P0.05) , BENMEMAAC. SHAEFERGNEERR (r>0.9928) ; 54%4% 1 RAt, 4290 R K47 180 K& &
AUC (o) 7 Cooe B2 Aw (P < 0.05, (KA EHLE 1 X5% 180 KA 8y Cox b)) , TH 90 K 5% 180 RAdtk, &AKIE L AR & F AUC o) F Cou I R B 2
7 (P>0.05), &b HZFEHEF AS LY Re % Beagle A kA 2000 — 20000 mg/kg #| EEH A 2 & MR, HAHIMAR6MABHERFEERE T R;
ZAMBAPASZFRRELNNELAEL L INACEANHERNK, MAKREALEIMEZOANAATHNEERA,
[E@iA) AS2H Re, SEXEME, WHAKA, FRIHF
FEES %S RD XHRAR A : A
Study on the Toxicokinetics of Shenmai Injection with Ginsenoside Re as Marker in Beagle Dogs

Abstract: Objective To study the toxicokinetics of ginsenoside Re in Beagle dogs; Methods Ginsenoside Re was selected as the marker and the toxicokinetics
of ginsenoside Re in Beagle dogs was studied by LC—MS. 18 dogs were randomly divided into high, medium and low dose groups and given 20, 000, 6, 000
and 2, 000 mg/kg of ginsenoside Re by intravenous infusion for 6 months, respectively. Results The maximum blood concentration ( Cmax) of ginsenoside Re
could reach 34742 ng/kg by LC—MS. The mean retention time ( MRT (0-t) ) was 60 — 80 min; the pharmacokinetic parameters AUC ( 0—t) and Cmax of ginsenoside
Re 1in each dose group at the three monitoring sites did not differ by gender, but the pharmacokinetic parameters AUC ( 0—t) and Cmax of ginsenoside Re
in different dose groups at the same monitoring site did not differ by gender. The pharmacokinetic parameters AUC (0—t) and Cmax of ginsenoside Re were
significantly different among the three monitoring sites (P <0.05) , and there was a good linear relationship between AUC (0—t ) and dose at each monitoring
site (r>0.9928) ; AUC (0-t) and Cmax increased significantly in each dose group on day 90 and day 180 compared with day 1 of administration (P < 0.05,
p <0.05) . The AUC (0-t) and Cmax of each dose group increased significantly (P < 0.05) , while there was no significant difference in AUC (0-t) and Cmax
between different testing points in each dose group on day 90 compared with day 180 (P > 0.05) . CONCLUSIONS Ginsenoside Re in ginseng injection was Tinearly
metabolized in Beagle dogs in the dose range of 2000 — 20000 mg/kg and remained Tinearly metabolized after 3 and 6 months of administration; ginsenoside
Re in ginseng injection accumulated in all dose groups in the range of 3 months of administration, while systemic exposure reached steady state in the range
of 3 to 6 months of administration.
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I8ZFRBENL P 3, B . R=Asldd, Ao, MRz
PEREPEIRIRAE R, FHBKIRTEELA T 920000, 600012000 me/kgS 2 1
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6K, H25180K , TEARB I AT RAE ST BIZHE T4 255 1R, 590K,
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# (10 mmol/L, pH=5) =70: 30 (v: v), #i#: 0.2 mL/min; #ERER: 10
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JRRESAF: Spray Voltage: 3500 V, Sheath Gas Pressure: 35, lon Sweep
Gas Pressure: 0.0, Aux Gas Pressure: 5, Capillary Temperature: 300 °C,
Tube Lenz Offset: 128, Skimmer Offset: 0, Collision Pressure: 1.0, Collision
Energy: m/ZM-H] : 180.0—110.1, 20V, m/Z[M—H]": 969.5789.1, 43 V,
m/ZM-H]": 969.5-348.6, 50 V; IEE T =AM, A/ ASEHF
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ST A S B H R 2B 1 24 B BAUC 0. FCn B3I
SapeR

KZ (r>0.9928, [#3), BLWITE2000 - 20000 mg/kgFIRTL RN, SHE

FXS (P<0.05), HEANMNAAUC o) SHRFAE R AN

ST A S B ReTE Beagle KA EZ A 5 A IR o 16) 4 57 2 464 5
BRGATIEEREW, SRGEIRMIL, HHOK KLAZH180KAN
FIRAIAUC (o) FIC. I BEHE (P < 0.05, AL 1R 545 180K A
M ConRIN ), VIS Z I T AS B Re S AR R ALIELA 2534 H 1L
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(HM: 2000 mgkg, ¥: 6000 mg/ke, @: 20000 mgke, n=6)

# 1 Beagle REIKHIEAFR S Z LSRG AS BT Re M EERF 124 SH (mean = SD, n=6)
Day 1st Day 90th Day 180th
PK parameters 2000 6000 20000 2000 6000 20000 2000 6000 20000
mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg
72752 + 219556 = 513517+ 106719 = 386578 = 1298886 + 97007 + 377353 999984 +
AUC (o) ( p g/L*min )
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