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Abstract: Objective To study the pharmacokinetic characteristics and bioequivalence of evodiamine butyryl derivative (EAB) and
evodiamine butyryl derivative-loaded lipid nanoparticles (EABLN) in rats. Methods EABLN were prepared by a film ultrasound
method, 16 male SD rats were randomly divided into two groups, and their blood were extracted from eye socket after they were
intragastric administrated EAB or EABLN (100 mg/kg) for a given time period. Plasma concentration of EAB was determined by
HPLC, then pharmacokinetic data, bioequivalence between EAB and EABLN were analyzed by DAS software. Results The main
pharmacokinetic parameters of EABLN were listed, AUC(0—72 1), Cmax, and fmax were (11 535.39 + 261.08) pug-h/L, (886.73 + 15.40)
pg/L, and (2.00 £ 0.17) h, respectively. Relative bioavailability of EABLN to EAB was 143%, the bioequivalence of AUC—721n) and
Cmax in EAB and EABLN were eligible, but bioequivalence of fmax was not eligible. Conclusion EABLN improved the
pharmacokinetics of EAB in rats, meanwhile, oral bioavailability of EAB was significantly increased, and there was not bioequivalence
between EABLN and EAB.
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Fig. 1 Chemical structural of EAB
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2.0. 2.5 3.0 pg/mL ¥ EAB R51%J I S -

HERFFREANEAN I 5 mg, B2 100 mL A5
BRI, HEERZRZIE, SRS AR
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103.55%. SEEG 45 SRR A T VL1 MW R FF 6 4B
FEM BT EER
2.8 EABLN MIZAshE MR FEMFHIE L
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Fig. 2 Mean plasma concentration-time curve of EAB or

EABLN after intragastric administration in rats (X £s,n=38)
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Table 1 Non-compartment main pharmacokinetic model
parameters of EAB and EABLN (X £s,n = 38)

ZH HA EAB EABLN
AUC¢pnn pghL™'  753120+337.12 11 535.394261.08"

Conax ngL™! 386.24+9.06 886.73+15.40"
Lmax h 1.3340.52 2.0040.17"
MRT).,,, h 16.6340.42 14.22+0.34

Vy Lkg™ 315.98+23.92  218.93+7.44
CL Lh'kg!' 10.73%0.61 7254025

5 EAB 4lILE: "P<0.05 TP<0.01, FH
"P<0.05 "P<0.01vs EAB group, same as below

% 2 BEMHET EAB #1 EABLN HMEEHHFESH
(X *s,n=298)
Table 2 Compartment main pharmacokinetic model
parameters of EAB and EABLN (X *s,n=28)

ZH LA EAB EABLN
AUCy.p, pghL™' 7660.032:328.92 10932.894400.33"
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3)e G EIR AUCogn 0 1 Crax B9 90% B 15 X 8]
TEF B A S EARHEYE iy, Rtk EAB
EABLN K] AUCq.7; n Al Coax EERNEE K o
Wilcoxon JEZEiE 45 R 7x EAB il EABLN
B twax BRIV F R ARG tmax FIEVE NN
#E (P>0.05), [t EAB Al EABLN ¥ ta ZEWI55
ARG o 286 AUCo 720y Crnax AT tax HIAEZE
R 45 AT K1, EAB Al EABLN A B A0 45 24k
3 itie

BT EA MIKEMERSIE RS, K5 E
W TEWRNL, S B DR AE YR FERRAR . 38 SRR
TEPIEAB 7K VEVE S EA [ 17 1%, BiE T EA )
2 fi5. FTLA EAB 75— E LXUE T EA B Lt
Ji, HAS ST 7T % W EAB B A A F I PUE 1
H, kS EA MLk, EAB BAZEHK EA #i2 H

Coox  MgLT 38624906 SSOTBEISIT P ARRERE S, ARG S LS
s 1332052 2005017 P RIA R BB A, i) %13 5] T EABLN,
Koo 230£026 119008 RS T A3 0 R RO € 07 7 B IR AT K R
Lo Lhikel 10702062 78203 g pAp 4, 10 I HER R BT
i h 18.71£1.19 14.78 £0.53" S TESR, RTI4TN EABLN [0HT
# 3 EAB F1 EABLN 7E X R IA W RY A #1350 bR AR
Table 3 Bio-equivalence comparison of EAB and EABLN in rats
ZH 90%E {5 X [A] P AW bR AR S R

AUCy.72 104.1%~105.0% — 80%~125% B

Crax 113.6%~114.3% — 70%~143% =

fnax — <0.05 >0.05 TER
FARIE - VES R S OP g , B A 2 AR P RS ) = L AH 1

AHWEFT L T EAB Al EABLN 1A N 2455 2447
NS, SR ER EABLN &B#E%5E 7
EAB 258022 454E, H EABLN 1 EAB Z [8)4:4)
ANER, VLB T 9K ERTE SR s 2 AR
L 2 oRHEEM/EH . EABLN feid: EAB
AENEAT NRR I E S (1) SR SR s v )
FAF RN KN A5 EABLN, XA F
EABLN FEAATE, HE—PARIF T P rse m v ae .
5 H Al SLN i 25 7 iEAH b, R 75 VA B A A
] B PR AT e L A ELARRLH B AR p
(2) ZF4RE, 0 HE 5 AR VA 14 () B R i ek B AR
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