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Abstract: Objective To study the effect of compatibility on pharmacokinetics of the main components of Guizhi Zhumian
prescription (GZP) based on the concept of Q-marker and to provide evidences for the determination of the Q-markers of this
prescription. Methods UPLC-MS/MS method was established for the study of the pharmacokinetics behaviors of seven main
components, including cinnamic acid, 4-methoxycinnamic acid, coumarin, gardenoside, genipin, geniposidic acid, and chlorogenic
acid, before and after the compatibility of GZP in plasma of cynomolgus monkeys. Results Compared with the pharmacokinetics
parameters of Cinnamomum cassia and Gardenia jasminoides, the AUC and Cmax of cinnamic acid, coumarin, geniposidic acid, and
chlorogenic acid in GZP were increased obviously; The #12 of cinnamic acid, 4-methoxycinnamic acid, and coumarin were
decreased; And the fmax of 4-methoxycinnamic acid, and geniposide were prolonged. Conclusion Compatibility of GZP could
significantly change the in vivo exposure status of the main components, and the seven main compounds were determined to be the
Q-markers of GZP.
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Fig.1 EIC of blank plasma (A), blank plasma + standard compounds (B), and plasma sample at 2 h after oral administration
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Table 1 Calibration curves, LOD, and LOQ of seven main compounds of GZP
&Y LI r EPETEH/(ngmL™)  LOD/(ngmL™") LOQ/(ng'mL™")
PIFERR Y=3.425 4 X+208.893 0 0.998 5 20~5 000 6.7 222
4- WA SR PR TR Y=5.998 1 X—199.708 3 0.999 0 25~300 8.9 29.8
EER Y=14.732 2 X+243.661 3 0.997 3 5~300 2.6 8.6
TR Y=147.7217X—71955201  0.999 1 5~900 0.1 8.9
BT HR Y=22336X—77.6217 0.999 1 5~100 2.1 7.1
e Y=7.8732 X—333.496 7 0.999 3 10~300 4.0 13.4
5 Y=33.4402X—1924.8387  0.999 1 10~1 000 0.4 112
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Fig. 2 Mean concentration-time curve of main components

in cynomolgus monkey plasma after oral administration of

C. cassia, G. jasminoides, and GZP (X £s,n=5)
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M. =T ERRARANESEEXRINAGNFSH (X £s,n=5)

Table 2 Pharmacokinetics parameters of main compounds of C. cassia, G. jasminoides, and GZP before and after

compatibility (X £s, n=15)

28 R e LS

WHER — 4FRENER HER LR wer T HR SRR
AUCo-; ng'h-L™! 4449.24+325.12 453.72+113.26 140.77+13.68 797.36+£89.64 53439411547 173.87£45.31 465.81£87.21
MRTo-+ h 254+ 025 260+ 032 3.69%f 092 2.80% 0.06 213+ 047 449+ 085 3.76% 046
ti2 h 423+ 043 1267+ 165 17.89% 1.34 2.11+ 0.98 1.08+ 0.04 2.04%+ 0.08 1.75% 0.52
fmax h 0.50+ 0.05 1.50+ 059 1.00% 0.25 0.75+ 0.08 140+ 021 423+ 084 0.75+ 0.04
Cmax  ng'L! 1802.194+153.26 154.294+11.24  33.08% 1.78 242.031+54.78 231.93%+ 35.16 39.54+ 129 147.50£11.78
P _ FEHE BIAR TS

PR 4-HERENER FER (TR wer e THR 2R IRIR
AUCo- ng'h'L™' 9 464.61+554.18 459.59+52.10 385.09+33.74 1 577.55+225.36 199.92+12.41 193.58+9.65 1100.36+85.79
MRTo- h 215 0.15 380%x 021 2.31% 0.85 270 0.65 3.03f 0.04 3.09%£0.26 252+ 0.17
tin h 1.80£ 0.14 594% 005 3.11x 0.69 271 054 1.62% 0.28 1.8410.09 0.64x 0.07
tmax h 075t 024 410%x 096 2.02% 0.52 2,60t 0.08 2.40x 0.14 1.01£0.02 1.04x 0.08
Cmax  ng'L! 3568.90+841.01 112.04+£52.18 166.01+42.14 564.70+ 25.03 56.57+11.45 5435+9.54 391.101+44.27
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