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Pharmacokinetic Study of Paeonol in Liver Cancer Model Rat
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[ Abstract | Objective; To establish a sensitive ultraperformance liquid chromatography ( UPLC) method
for determining the plasma concentration of paeonol in liver cancer model rat and to evaluate its pharmacokinetic
characteristics. Method: Rats were divided into three groups, a single ig dose of 259.2, 194.4, 129.6 mg -kg '
paeonol was given respectively. Paeonol was separated on a C; column with methanol: water (70:30) as mobile
phase. The plasma concentration of paeonol was determined and its pharmacokinetic parameters were calculated by
using WinNonlin 5. 2. 1. Result: The linear range of the method for paeonol was 0. 323-41. 4 mg -L."". The plasma
concentration-time course showed two compartment model, with the increased dose, AUC, C,_,  has a significant
increase, while T, , T,,,, CL have no significant change. Conclusion: The UPLC method for determining
paeonol concentration in plasma is simple, rapid, sensitive and suitable for pharmacokinetic study. There are

some differences between pharmacokinetic parameters in liver cancer model rats with different dose of paeonol.
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P} B (paeonol, Pae) , SUFR 4 PF B, & M 2y
A I (8 E R A W) 45 KB Cynanchum paniculatum
Kitag. f] T 1M AR ZE) Fvdt P12 (B R RBHE P4 1
Aaeoina suffruticosa Andr. ) T B M K7 ) /B 3515 3|
A TETEY BT . FE2G BTG M, A b R
RSN L7 3N RGN WL N R LB IR e
U o 2 5 W P G A PISK
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25 24 J5 AR TR ASE R O UM A 1) 25 8l A BT 5, B PR AR
FIHAEM A AW J A AR HEE R AR, 10 A I
IR 25545 5
1 #a
L1 250 AR Ph Bl sURk 2 (445 101021, )1
ACFREZM AR AT BR 23 W) ), FF e 1y % BR & (it 0708-
9704, rv [ 2 i A= Wy il it A SE T ), - B I il i
(DEN,0.95 g- mL ™", Sigma 24 7)) , 1 B% . Z M (392
{035 40, 3 [# Fisher Scientific 2 &) 7250 ) , LEMG WA 4l
K (BT e s 2 A1), oA i) X S 3 A
1.2 g% Acquity B & SORAH (3% 1L, PDA #Y
K 4% (€ H Waters 24 1 ), KQ-500 B 4 i 17 1t
ar (BT B A AR A IR A W), ALL04-1C B A, 43
B KA (il R 3 -4T R 2 AL 8 A R A R ), QLI01
RIS eI 5 A QI 1) T IR B2 A% ) , LG16-W
A A E B E O (AL s LB O HILA R A A .
1.3 Y W IE S Wistar KR, #EPE, A (220 =
20) g, W T b 5t 4l A AL SR Sh W R A BR A
P57 §IE 5 -SCXK ( 52 )2008-0013
2 FHiE
2.1 FHWsrH SER KR 21 B i ik 2 7 B
BLor R 3 4, 43 0 e b ARGR) Bl ] R
1JEJS 45 T ip DEN 50 mg- kg " &2 il P HERL
R 2 W
2.2 AW R TG 18 N, 258 A4k
K12 b J5, R ig ARG 4G T PR K B 129.6,
194.4,259.2 mg-kg ™', 7EKRIEEARAE T, 4 51 F
#5245)5 0.5,3,5,7,10,20,30,45,60,90,120, 180,
240,360 min 3K 5 # Pk AR 0. 2 mL F 354 iF 2 1)
EP 4 rh | SR 52H 5,10 000 r+min ' Z.0 10 min,
SR 2% 45
2.3 MRFES AR R AR 25 pl g, E T
EP &N, e iNARIR 2 WL, B3 jiE 10 s, FAmA 3 f5 i
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RBLZ R C R HE B, IR JiE 30 s, B0 12 000 r+min ™'
8 min, L VW E T 53 4b—A> EP & [ 1% P A I —
WA 2 R ISR A RYE T 5RE AT 34 70 pL
VAR IRHE 30 s, B0 12 000 r-min ' 8 min, B I3
55 pL & F EP &, -4 C KA i & 30 min, 2.0
12 000 r-min~",8 min, Bt [ 40 pL & T JF
o, UPLC H3higtke,

2.4 SpHITiE

2.4.1 @i%E % Waters Acquity C, 3% 4% (100
mm x2. 1 mm, 1.7 pm) #3747 H EE-7K (70:30) 5
P 0.3 mLemin ™" K K 274 nm kR 20 °C
R 2.1 pl,

2.4.2 XM WEN S NS BRI K BR
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2 Wy Xk B R, 0 0l o B B R Oy 41.4,20. 7,
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B Wy AL 3% R O, 2 203 TR sk Ab B ERE 0. A
Fh Rz Wy e 1 R Y X PF Rz R VR X (mg- L)
ATEAE A, #7053 75
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FRUEZS M SEAEAS  F22 2.3 TR 7 B A7 B, dEAE
SBT. FHNEATAEE S (R EE, B H NK® T
TRAME S keSS 5 d, 55 H K%
2.4.6  ZEXF IR HU25 wL B H MK 3
B3, 23 I3 A e BE 7 7 F Bz B % IR 35 100 L,
Tic B AR A P K2 By 20.7,5.18,1.29 mg- L™ % 2 25 1fil
HAE o M 2.3 TR 5 ik b B, R A3 B e SR 8
Tk U 1T AR 5 o KA 25 1 i 3 A A A ) o B i
Ep o ANE £ 2551 = i VT TR N 1 41T AWM 5 D714
JEATERAE S Oy o DA b PE B i A5 1 5 K P
B W A5 2 2 b A 4 X [RTIOR
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FREh  F IR 2.3 TR 5 vE AL B, 45 3 PF Bz 0 3% UG
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2.4.9 R HFaH MEKRE S BT A G
A0 4 BB AR g AR R HEAT A, SR A o il 2 ik
THO I 24 W B N I 24 v B B AT D s R T
LR CL o T s Trn , CLLAUC 2524532 280
2.4.10 ZEiteEJriE i 25Uk EE & ] WinNonlin
AL B, 25 ) 2% 2800 SPSS 17. 0 B g i #E 4T
T 25T, R T A SR ¥ v £5 ROR, P <0.05
KA G E L
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3.1 BEtE A EROESEMET PR O
[ 2452 1. 23 min, S ACECK T 4 000, 25 711l 3%
P18y PN T T R T 1 O T, DL 1
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3.3 KimE FHEBAR. L m W E H AR %
RSD 4350 4.25% , 1.91% , 2.82% ; H [a] ¥ % Ji&
RSD 43514 4. 89% ,2.49% ,1.8% , 5% ff RSD
INT4.9% 5 A I EOR

3.4 IR PR BRIT L e A 45 ) iR
4% 5k (89.89 + 7.34)% , (90.69 + 1.68)% ,
(92,12 £ 1.62) % A | 55 Ve B 1 AH X5 1l 2% 43
M (90.36 + 3.41)%, (93.34 + 2.88)%,
(94.24 £2.11) % o FF 5z Wy 7E 1M 2% o [0 iR B
-2 ] i FE A ik 89% LI b A5 A I R

0 0.2 04 0.6 0.8 1 1.2 14
t/min
A2 I B PR By X IR CL B 25 I 3ERE s 1 P
E1 FfREE#R UPLC

3.5 RUEYE JREEBMIE. P RME R RSD 2350
4.00% ,3.93% ,3.34% . FWIPF B Wy (Y 5 24 1 I 22
i b B A R CE 10 b A7 T o A I
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2R g PHEC By IR 047 24 1 245 e 1 - 1] i £k L ]
2,1 WinNonlin 24 2l 27 8 4b B8, 57 % 468 84 8 & 4%
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B2 FFEE 2R B - A i) g 2k

R1 AEBMEEHAHNFSH(vx5,n=7)

F} R By A4 /mg-ke ' AUC/min-mg-L " T,/ min Cpo/mg-L7! T\ 55/ h CL/mL-min " kg~
259.2 260.76 + 16. 34> 23.32%3.12 25.18 0. 11%¥ 1.08 +0. 30 327.87 +27.34
194. 4 189. 67 +6.90% 24.65 +2.45 19.8 +0. 13% 1.29 +0.21 343.43 +34.09
129. 6 126.91 +4. 56 22.62 +2.39 13.45 +0.03 1.02 £0.22 321.19 +40. 86

B SRR AR P <0.05,% P <0.01; 5 R4 EY P <0.05,% P <0.01,
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PR Rz By 5 J7 ¥ A GC-MSP HPLC ™ | i 3R
B BT (ke MR ot
WA R SCR A UPLC MR AT S, £
RGN, 1% 7 1 Ak B AR i 2% 5 U A T LSS Bz By
FICHAG T 90 40 5 (0305 W 1 A 2% 20 B9 o 5 SRR, X
PR RN BT R AT, TR
P TR RS 3 B A A R . %07 B HPLC W)
SR T A S BT O U R R ST 0 T
AT EENE O T B B i 25 8 2 RO .

AUC [ 00 45k 389 0 T 984 1, AR B 4k P 06 R, i
[7) SCHk ARS8 A AR, FR W =2 6 R I 7
#Uh Y =1.032X -8.327(r =0.999 3), FF 7 iy
B AR M 1152, L AR
B AUC {84 51k (260.76 +16.34), (189.67 =
6.90),(126.91 +4.56) min-mg-L~' AUC Z LK
1:1.49:2.05 ;C,, A%k (25.18 +0.11),(19.8 +
0.13),(13.45£0.03),C, Sz E AN
Y=0.090X +1.881,r =0.998, F} & W= . AL
Y CL HeA —2, Y8 M (330.83 =11.41),CL 4
WA (327.87 + 27.34), (343.43 + 34.09),
(321. 19 +40. 86)mL-min’1-kg",lﬁ]ﬁﬂ‘%ﬂﬁﬂj{/}ﬁ,
T, WG S 28 o 045 32 WA P I 9 16 R 7 10 26 30
ot AR LA A LV Bl R

A B o 0 A 2 4 T 98 A A A L F 9 %
G, SR JH R 125 2800 (5 3 v L% ) g B A T A6 51
K B PR 1 25 3h 2 o A LA 30T P A I A TR A8
A LR P B4 25 3 2 AR, 9 S0 R N A % R
W 5IEW KRGS e, C,,.,AUC,
T\ W AR K, CL W 3 AR, 5 T i 5 o Mk 28
A%, BIRHLEIA f it — B 05 .
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