2536 B 14 ) B, = E BE K ¥ ¥ Vol. 36, No. 14
2014 4E7 A 30 H J Third Mil Med Univ Jul. 30 2014 1481

A\
SC LS 10005404 (2014 ) 14-1481-05 TE %-

BRI NG RAREEPRARNOREDFAE

ke B AE L B ORRE, ZWAE, kB (400030 1 J, PR PE 257 S5 L RL R 224 21400038 TR, 4
SREPE R PR E R IR

(FE] HIy W50 A L2 24 R S8 o 8 YRR R UM A By 1 JIRARDG AR R BE s 7 DR | g 20
S R BRI 2K 7 R B ) HPLC-MS/MS J5ik o Jiidk 12 R R I BEAL AT 250 0 2 41, 50 il 1 4 245 26 T F
(1 e PR SR 8 P I A L A2 25 2R 00, DN v Y I P I IR 28 1 ok 2, DA RS T I A BRCFL AR 20 25 R G 4 25 ) IO MDA
MM . BB AT R R S A B AR DR 5. 035 ~402. 8 ng/mL(r=0.999 7) 5 H N K& H [A45 %
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Self-microemulsifying drug delivery system improves oral bioavailability of artemether

in rats

Zhang Yahong', Tang Qian', Liu Yao®, Lin Fengyun', Wang Lijuan', Zhu Zhaojing' (' Chongging Medical and Pharmaceuti-
cal College, Chongging, 400030 ; *Department of Pharmacy, Southwest Hospital, Third Military Medical University, Chongqing, 400038,
China)

[ Abstract | Objective  To determine the effects of self-microemulsifying drug delivery system
(SMEDDS) on the relative bioavailability of artemether (ARM) in rats after oral administration, and to set up
an HPLC-MS/MS method to determine the concentration of ARM in rat plasma. Methods Twelve rats were
randomly divided into two groups, which were separately treated with a single dose of 120 mg/kg ARM suspen-
sion and 20 mg/kg ARM SMEDDS. The concentration of ARM in rat plasma was tested, and the pharmacoki-
netic parameters and the relative bioavailability of ARM SMEDDS were calculated. Results The linear range
of ARM in rat plasma was 5. 035 to 402.8 ng/mL (r=0.999 7). The intra-day and inter-day RSDs were less
than 15% . After a single dose of 120 mg/kg ARM suspension or 20 mg/kg ARM SMEDDS, pharmacokinetic
parameters were: C, . 96.33 +£37.34 and 183.59 +48. 32 ng/mL, respectively, AUC, ,304.86 £75.27 and
842.18 £151. 55 ng - h/mL, respectively, and AUC, ., 322.66 +79.32 and 979.90 +172. 71 ng - h/mL,

respectively. The relative bioavailability of ARM SMEDDS was 1 658% and 1 822% calculated with AUC,,_,
and AUC, ., respectively. Conclusion SMEDDS significantly improves the oral bioavailability of ARM and
may be a promising carrier for ARM.
[ Key words | artemether; self-microemulsifying drug delivery system; relative bioavailahility
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A3 Ve SR v H Tk Ay g TR RURH P AR A TET L

o i SR G AR T WA T ARG 2 < B 0. 1 mL 25 R RS F
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7 h JEANIEIE AR E N, T 20 CHRMT AR 9 d J5 Ak
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DA I 5 s Y Tk 1 i AR AR o, A ot 00 5 S Y T ) 0
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Rl KXRBHEEBABVATETHESRIEETHRARIANAAREENANESH (n=6)
T 12

C

ti AUC (91 AUC(gw)

SRS AL (me/ke) (i %s,h) (i £5,ng/mL) (x£s,h) (% %s,ng - h/mL) (% %s,ng - h/mL)
8 ik Vi R T 120 1.0+0.5 96.33 +37.34 1.58 £0.42 304.86 +75.27 322.66 £79.32
i ik AL SR 25 R 5 20 1.3+0.6 183.59 +48.32° 2.87 +0.54° 842.18 +151.552 979.90 +172.71%
2257 MRT (2 s,h)  MRT(o . (x£s,h)  V/F(xzs,L/kg) CL/F[L/(x%s,h-kg)] K,(xzs,h1) Fr( %)
P kR 2.63+1.05 2.98 +1.12 890.6 +209.7 391.1£99.6 1.45£0.35 100
kA MEL A 2 R 5 3.15+0.78 4.57 +1.372 95.01 £25.43 22.5+6.2 1.39 £0.29 1658,1 822

a: P<0.05,5% FE AR ki
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B v L e R BRI 3K v R R A A IR R
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2.6 i AA AT A A A EE it
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16 5, U W] SMEDDS - i Y fik (19 11 A 2 40 ) oI
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—o— i H TR B
- & Wk A REL LA 2T R GE
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FE T T RS 245 5 3R BE 2 B TR AT
T AR AU T 8 R AR BRI E

HArfi 8 DL BB IR B W42, flEh

120 mg/kg'™)  ABFSE R T 5 HA R AR B4 2

i, MG A A AT A R, B2 4 24

B , DR B X 45 SR A TR 1 He AR, (R AR LA 25

JE M2t i 26 , AR 98 v DAR R 45 25 )5 il 2 e

e A5 RSk 14 ] 25 R34 —3%, i T SMEDDS
X F XA 25 11 11 AR AE 0 ) BE R s i R BB, b
T 3R I 2K 24 R ARG s ARG R PR 1k 7
fit LA SMEDDS 25241} 1) i /b 2 20 mg/kg.,

et 50 R i ek L SMEDDS 25 24 Ji5 W ik
HORF R Ka 5LURERA G M Ka HEA G
255, UL T SMEDDS 25 24 315 A7 5% 1 245 ) 114 W i3
J& , MiJ& SMEDDS 25 24 Ji5 25 1) i s 13 B8 385 hm 2 Dt X
T T 2R R SORE B R RGN, 2B A R
/v SMEDDS 25 24 J5 {4 A ~F- 2 iy B B ) B4, ply i Y
P 2 — B (AR 1 1 25 0 , A PR i B s ) 1) S A
FIFHZ 800 KA

SMEDDS Xif T4 i e 4 25 4 ) 11 IR A 4 0
(R FH R 22 07 T 0, A 35 3 I 25 By v iy 1170 il
90 6 R 35 P, 434 0 245 0y 1 200 M ) F i T B in 24
PRI EL s A ] R Rl M P 25 14 11 R A
YRR . ASHFFE 45 3R 8%, 8 H i SMEDDS 45 25 1)
FRAE YR B TR B 4 2519 16 ~ 18 45, SMEDDS
X T4 v A R R S A R () B B e PR A,
(Al It SMEDDS 45 B2 ¥ & i Sy 338 o JH 101 i o 05 i) 5 74
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