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Figure 3 Effect of Ginsenoside Rb1 on expression level of drug metabolizing enzymes in livers of myocardial ischemia injury rats

induced by PIT

SHBIFERD). 4 BE5%, 2009, 19(1): 24-27.

2) 3, Ei&, HHE, % ASEH Rg. Rb BARBFWEE
MERMBIFERY). PRZY, 2014, 45(13): 1960-1965.

3) Bk, e, BiZ%, 4. AZEH RbERREANL DS
WIE). REZFEAE, 2014, 49(3): 221-226.

(4] 2T, UESF, WIEKL, LA RESHEC LRI A R
TRPImZBh2ETIE). PEHE, 2015, 38(9): 1908-1911.

[5) -1, B}, ZBeT, % RMGIHE-TERBEAS S SH
EYETRAS R Ry OEMUBD). W SEELEER,
2015, 36(10): 1894-1899.

(6] CRESCI S, DEPTA J P, LENZINI P A, et al. Cytochiome p450
gene variants, race, and ‘montality among clopidogrel~=treated patients

after acute myocardial infarction [J). Cire Cardiovase Genet, 2014, 7
(3): 277-286.

[7] POLONIKOV A, KHARCHENKO A, BYKANOVA M. et al
Polymorphisms of CYP2C8, CYP2C9 and CYP2CI9 and risk of
coronary heart disease in Russian population[J]. Gene. 2017, 627:
451-459.

[81Z0U 1 G, MA YT, XIE X, et al. The association between CYP1al
genetic polymorphisms and coronary artery disease in the Uygur and
Han of ChinalJ}. Lipids Health Dis, 2014, 13; 145.

(m#R: Riti)





image1.jpeg
AR R o h

FHFBHBABRIBEIAR20EF2M » 168 8

ASEH Rb1 EOMBMARERHBFEH R

3 8, NBH, BEEC FWYC, BEX, 2EAC 2dM 2 E (L SMHERRERES
ZEEBE, IR M 510260; 2. TMATREER, SR TM 510130; 3. SR EHRERE EFMIT,
PR T 510405; 4. REHTERE, [ 5T 523000)

5
HE: B AAASLHFRLEEFAKPERSMALBEXKANGBHE, FiE AE4ETE
(Pl"l“,@'ri'um&ﬁnk&ﬁaﬂ, FRSINAETHRARIAREA, HALTEH. P KATHALL
3 Rbi(400, 200, 100mg - kg™), £ AFEFLHETFRRAN LKA, RZLLH R H A, KA LC-MS/MS
RE LS RERE, #iEM PK Solution 2.0 #4313 %530 F A4 Westen Blot & X JUK & ¥ 5 4h Kt
B CYP3a2. CYP2¢9. CYP2c19. CYPlal #» CYPla2 B @ kit , &R AL L3 Rb ¢ &ML H A 5-10000
ng-mL?, FiktE A, RIReKE, BRADAMEE. RARFLAPHILRER, b EFHLE,
ALK K AUCO-t #o Cmax H 49, 1,,% Tmax 3K, CLBA&(P < 0.05% P<001), 5E¥4rksk, #P4a
X & CYP3a2, CYP2c9, CYP2c19. CYPlal #» CYPla2 KikteZ @ R AW E TH(P < 0.05 X P <001); A%
2 Rb%%/5 12 h T# ¥ CYPlal #= CYPla2 Aik . St AR+ ARR, RHES, £AMF, TAT
ASLF RS ENZRBHEHR,
XKEiR: ALLFRbL; SMEkk; BRHNZ; RABEE-BHFE
FESES: R285.5  XWKGED: A XEHKS: 1003-9783(2018)02-
doi: 10.19378/j.issn.1003-9783.2018.02.

Pharmacokinetics of Ginsenoside Rb1 on ischemia rats after acute myocardial infarction
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The Second Affiliated Hospital of Guangzhou Unirersity of Chinese Medicine, Guangzhou 510260, Guangdong,
China; 2. Guangzhou Hospital of Traditional Chinese Medicine, Guangzhou 510130, Guangdong, China; 3.
Institute of Tropical Medicine, Guangzhou University of Traditional Chinese Medicine, Guangzhou 510405,
Guangdong, China; 4. Dongguan Hospital of Traditional Chinese Medicine, Dongguan 523000, Guangdong,
China)

Abstract: Objective To establish a LC~MS/MS method for determining pharmacodynamics and pharmacokinetics
effects of Ginsenoside Rb1 between normal rats and ischemic rats. Methods 60 male SD rats was classified into high,
middle and low-dose of groups with Ginsenoside Rb1 (400, 200, 100 mg - kg=1), normal groups and model
groups. Blood samples were collected at different points in time after they were administered once by gavage and
serum concentrations were determined by LC- MS/MS with NotoGinsenoside R1 as internal standard, and the
pharmacokinetic parameters were calculated by PK Solution2.0. The expression level of drug metabolizing enzvmes
CYP3a2, CYP2c9. CYP2¢19, CYPlal and CYPla2 in rat liver was determined by Western Blot. Results
Ginsenoside Rb1 had good linearily in the ranges of 5-10000 ng « mL-1, and the extraction rate, RSDs of within—
day and between—day, specificity and stability accorded with the requirement of bio-sample pretreatment. Compared
o the nomal group, AUCO=t and Cmax was increased and the t1/2 and Tmax was prolonged, CL was decreased
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(P<0.05 or P<0.01) in AMI groups. Compared to the normal group,

the protein level of CYP3a2, CYP2¢9,

CYP2c19, CYPlaland CYPla2 was decreased in model rats. And the protein level of CYPlal and CYPla2 was

rised after 12h of administration of Ginsenoside Rb1. Conclusions The method was accurate and had high specificity

and sensitivity,

pharmacokinetics.

that could be applied in quantitative determination of Ginsenoside Rb1

and research of

Keywords: Ginsenoside Rh1; Myocardial ischemia; Pharmacokinetics; LC-MS/MS
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CYP3a2 (4t B . ab195627) . CYP29 (4t %5 .
ah4236) . CYP2c19(#1t5: ab137015) . CYPlal (4t
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Table 1 Gradient elution procedure
i) /min Z ik 1% 0.019%H B/ %
0.1 25 75
05 25 75
2.5 95 5
45 95 5
5.0 25 75
7.0 25 75

2.3 MHRAEGRALRL SR SPE [FEARSE RS ARSI 3
FAZRH Rb, MI=-LRHF R, 100 uL K F ke
EIRARIE , RYCHIA 10 pg-mL"' =-E 83 R4 B S
RS WL FVBALK 300 pL, WRA), BES ERETE(L
B3 C. FEARIZE R/ IVEE CHE 8 B 45, 156 0 1
mL PR T mL BAKIEL)E, A 1wl HBatik
WL, TR 1 mL PRI, HEHCEVEBIR. 10 000
remin” B0 5 min, BERBAESKT, MA 100
WL WS AE , 30 000 remin B HELL 10 min, R
LIEWS L, R,

24 ANIBUMSIR . AR E EUGE SD K U
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Table 2 Results of extraction rate, precision test

SRV 2 I RSD
fogenl) R e RRMEE
10000 782 +38 ¥ 6.2
1000 85214 54 83
25 90.3 £ 11.5 43 12
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Table 3 Results of stability test

+ 16967

AL RSEER i KWIER

/ng-ml™) LM/ (ng-mL™) RSD A/ (nge ml.) RSD S A/ (ng e ml.™) RSD

10000 0355.8£458.3 49 10826.7%613.4 5.7 9638.2+576.9 59
1000 9742717 74 970.7£46.3 47 1041.651.3 4.9

2 272211 41 23603 14 223:14 6.1
$£4 ASET Rb ABLBEEEABRAOIRNRGEDXREREDESH G =5, 1=10)

Table 4 Pharmacokinetic parameters in control groups and model groups after gavage administration of Ginsenoside Rb:
] FR (mg-kg") C../(ng'mL™") tu/h tulh AUCo-/(ngxh-mL") CL/(ml-h™)
IEHH 100 2356+ 785 8.54x1.03 187225 73389 £ 20137 1362 0.47
E¥A 200 4109914 933:187 17.1£32 142988 + 59134 1.39£0.39
EXA 400 7851+ 1891 9332085 18838 257791 £ 81015 1.55£0.61
BRI 100 3681903 113842547 235+36 151061 £43017" 0660297
BB 200 69441588 11.56+3.48" 226+43" 29152988516 068=0.18"
HEA 400 83571884 1276 £4.83 276+28" 39218976914 1022034

H: SHERRENAKE, P<005, "P <001,

— ER (100 mgkg?)

~ ER4 (200 mgkg?)
~— ERHE (400 mgkg™)

8000
= = @4 (100 mgkg?)
§ 6000 — A4 (200 mg-kgt)
o -~ 248 (400 mg-kgt)
s
2000 :,
0
0 20 4 h 0 80 100 120
B2 ABE#HR CUBR4A 257 IE % K BRAN O ALER 3R

AR RAFPRYZS R RGE x £5, 1=10)
Figure 2 Drug concentration—time curves in control groups and
model groups after administration of Ginsenoside Rb1 orally
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