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Abstract; The pharmacokinetics of aspirin eugenol ester ( AEE) in rats were studied to understand its metabolic
regulation in vivo ,which could provide reference for rational use of this drug. Twelve Sprague—Dawley rats were
selected and administered with a dose of 20 mg/kg of AEE after jugular vein cannulation. The concentrations of
AEE and its metabolites in rat plasma were determined by LC-MS/MS, and the pharmacokinetics parameters were
calculated. The results showed that AEE and aspirin could not be detected in plasma. The concentration of eugenol
in plasma was low and did not reach the quantification limit. The concentration of salicylic acid in plasma was
confirmed to the one—compartment model. The pharmacokinetic parameters were as followed: C , =3356.90+
1120.37 ng/mL, T, =4.35+£1.09 h and CL=432.01£148.41 mL/h. This method was effective, convenient and
sensitive, which was suitable for pharmacokinetics study of AEE and its metabolites in rat plasma. This method

also provided technical reference and theoretical basis for future research of AEE disposal in wivo and

administrational duration.
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Tab 1 Mass spectrometry detection conditions of AEE and its metabolites

GRllkY) B P (ES) BEES T (m/z) FET (m/z) flfA L/ kV T RE I/ eV 13 FA I [] /min
Compound name Tonization mode Precursor ion Product ion Fragmentor Voltage  Collision Energy Retention Time
ASA - 179.0 137.0 70 6 2.72
SA - 137.0 93.0 70 15 3.45
11 - 183.1 151.2 70 6 1.65
AEE + 327.3 121.0 70 15 5.89
Eugenol + 165.1 137.0 67 10 3.04
182 + 183.1 151.2 90 13 3.85

BR: IS1 MR HIR 12 y 4—H BRI H R

Internal standard; IS1 is vanillic acid, IS2 is methyl 4—methyl salicylate
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A .Representative chromatograms of blank plasma samples; B.Representative chromatograms of EUG, 1S2,

and AEE in blank Plasma samples spiked with analytes; C.One hour after administration, the representative chromatograms

of IS2 was add to the Plasma samples; D.Representative chromatograms of IS1, ASA and SA in blank Plasma samples spiked

with analytes; E.One hour after administration, the representative chromatograms of 1S1 was add to the Plasma samples.
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Fig 1 Representative Chromatogram
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®2 AEE REREYNES ZHEZEMAEREUROKE(n=5)

Tab 2 Precision, accuracy and recovery of AEE and its metabolites (rn=5)

I H P (intra—day) H [A] (inter—day)
Cﬁ“%d YR/ (ng - mL~") \ Il /%
ompoty concentration R L RSD/ % HER B - (RE) K BE RSD/ % (Eﬁmﬁ{( RE) recovery
name Precision accuracy Precision accuracy
20 8.88 3.57 9.62 8.56 81.42+6.17
ASA 500 4.35 -1.25 3.22 1.18 84.33+3.28
5000 3.00 -0.25 5.18 2.32 85.26+4.37
20 3.50 1.13 5.46 4.54 94.79+£5.17
SA 500 1.02 -0.73 4.78 2.54 97.28+3.51
5000 2.56 1.15 5.97 1.27 98.63+3.48
20 3.85 3.66 7.85 2.59 79.82+5.34
AEE 100 6.54 2.37 6.01 3.22 80.23+3.14
500 1.36 0.23 3.91 0.77 84.19+5.15
20 7.13 3.32 7.67 2.22 76.38+4.22
EUG 100 8.16 1.33 6.86 1.39 79.46+5.83
500 2.04 -0.19 2.63 0.34 84.30+4.41
%3 AEE RERHYFERIBEEEE
Tab 3 Stability of AEE and its metabolites
i | Rt TE VRS 2 TR KRG E T
s HIEME/ (ng - mL™") Short—term freezing and thawing Long—term
compound name concentration
(mean=SD) (mean+SD) (mean+SD)
50 51.26+0.91 49.12+3.64 49.13+4.10
ASA
5000 5025.85+123.79 4962.04+76.08 4989.20+113.19
50 50.49+0.96 50.18+2.49 49.78+3.75
SA
5000 5009.16+£119.40 4975.17+£57.64 4955.39+111.77
50 46.27+1.10 45.92+0.71 47.99+0.58
AEE
500 473.18+7.85 460.32+6.42 470.10+12.00
50 45.18+0.80 44.53+2.05 45.44+3.00
EUG
500 467.55+21.13 468.77+19.62 473.43+22.41
36 KROMBHEENGD LM KREE ™
2R RN ) SOR SR ILRE, A BLR AT LC-
MS/MS 4347, ARG AS R [ i 50 , % AEE o
oy ) \ N N < Il M = 2000
SERCIIE K BUSE P B T AT S
B B ARE R A PCMAE Mg sk bty T
N N . 0
B 03 R RS (L7 0~ 48 b PR ik 5 = = % e s
SRR K 7 K LI o B 5 B2 ARESHEARENKGRE T
1 253K & -kt 8] # £k ( mean=SD, n=12
25 IR LI 2, 36315 T K R 1) 3 B 25 % 5 = ‘ ;1= 12)

Fig 2 The mean plasma concentration of SA versus time

HEZRILE 4,

after AEE administration in rat ( mean+SD, n=12)
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x4 AEE BRABEAREAKGHREE
HRIAFSH(n=12)
Tab 4 The pharmacokinetic parameters of SA

after AEE administration in rat (n=12)

SR mean=+SD

AUC/(h - ng - mL™") 51046.37+15570.51

KOI_HL/h 2.10£1.07
K10_HL/h 6.56+3.52
CL_F/(mL-h™") 432.01x148.41
T,u/h 4.35+1.09

Cpy/ (ng - mL7") 3356.90+1120.37
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