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ABSTRACT Objective
(ASRC) on blood system in rats with hyperuricacidemia.

To study the influences of long term administration of allopurinol sustained-release capsules
Methods
normal control, hyperuricacidemia model control, ASRC treatment groups (27, 54 mg + kg~
groups (32, 64 mg - kg™’

hyperuricemia rats model was created by continually intragastric (i.g) treatment with adenine and ethambutol hydrochloride for 3

90 Wistar rats were randomly divided into 6 groups: the
1, -l
* d ) ’

- d™"). There were 10 rats in the normal control group and 16 rats in each of the other groups. The

allopurinol tablet treatment

weeks, and then changing administration to every other day till 12 weeks. The body weight of rats were monitored periodically. By
the end of 12 weeks,
examed, IL-1B secretion was checked and renal tissue sections were checked under a light microscope by PAS staining.
Results the serum level of UA,
while the weigth of rats and the count of RBC were sharply reduced. The serum level of IL-1( was obviously increased too, and

the serum level of uric acid (UA) and peripheral hemogram were assayed, the bone marrow smear was

Compared with the normal control, the count of WBC and PLT were remarkably increased,
the inflammatory cells infiltration was found in renal tissues of the model rats. Compared with the model control, the ASRC at low-
dose increased the count of RBC, decreased WBC and PLT ( P<0.05), and effectively suppressed IL-1 secretion. The ASRC at
high-dose inhibited the weight loss of hyperuricemia rat, decreased the content of serum UA and IL-1B. Only a few inflammatory
cell infiltration was found in renal interstitial. ~ Conclusion Long-term administration of ASRC at low-dose can reverse
abnormal changes of peripheral hemogram in hyperuricacidemia rats, which is related to its effectively restraining the inflammatory
response induced by IL-1 and slight changes of renal structure. The ASRC at high-dose could more effectively lower serum level
of UA, which suggests that attentions should be paid to the dose in clinic uses.
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Fig. 1

groups of rats

10 11 12

The dynamic monitoring of body weight in each

—— normal control group;  —M— model group;
—A— low-dose AT group; —— high-dose AT group;
—*— low-dose ASRC group; —®— high-dose ASRC group
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Tab.1 Comparison of UA, hemogram and serum level of IL-13 among difference groups of rats n=10,x+s
a5 hilk v U/ WBC/ RBC/ Hgb/ PLT/ 11/

(mg kg™ +d™") (pmol - L") (10° L™ (10" -1 (g-L7") (10° - L") (pg+mL™)
EEA : 342.59+130. 55 11.084.36 10.76+1.85 183.40+38.21 499.60+£152.87 3.1510.995
AL 528.03+193.87°"  24.00£5.15 "' 8.4421.98 ! 170.50+15. 50 732.30+140.05 "' 9.348+2.990 '
AT A 41 3 477.57+180.87 ** 15.56+4.72 3 10.28+1.47 %3 186.08+28.00 613.50+127.82 7.51342.476 "
AT Ffl 4 64 434.16+136.73 20.9749.50 "' * 8.67£0.65°' > 163.6x15.72 681.10£138.44 ™" 4.622+1.191 74
ASRC =4 27 478.49£112.157%  17.1#7.13°2**  10.13£1.58 747 181.25+34.39 602.60£139.62*  5.371x0.829 *2"3*?
ASRC w4 54 394.48+98.29 ** 19.38+3.17 " 8.60+0.62 "1 *°*7 166.20+12.00 675.30£134.53 "1 4.278+1.186 "

5 EFMER, T P<0.01, 2P<0.05; 5 A MR, P P<0.01, **P<0.05; 5 AT A& Al F 464, P<0.05;5 AT & A4k

#,7°P<0.05;5 ASRC 1% #4645, "7 P<0.05

Compared with normal control group, ' P<0.01, ** P<0. 05 ; Compared with model group, **P<0.01, “* P<0. 05 ; Compared with low-
dose AT group, “’ P<0. 05 ; Compared with high-dose AT group, “°P<0. 05 ; Compared with low-dose ASRC group, “’ P<0. 05
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Fig.2 The myelogram in 6 groups of rats

A. normal control group; B model group;C. low-dose AT group;D. high-dose AT group; E. low-dose ASRC group; F. high-dose ASRC

group

3 6 AXRBHARRFIEEN (PAS,x400)
A BB B AR, C. AT /& A 540, D. AT & #1548, E. ASRC 1&#1 &4 ,;F. ASRC &A1 54
Fig.3 The pathological changes of renal tissue in each groups of rats( PAS staining x400)

A. normal control group; B model group;C. low-dose AT group;D. high-dose AT group; E. low-dose ASRC group; F. high-dose ASRC

group

3 it

e PR L e PR TR LA MR XA 55 8 17 2 5 S S K
R, PRI B I ) i e 52 M 1 NG 258 B0
IO 31 WP ] 7 A A 1 0 S J] L R S
SN RS 4 A o AR ) 6 e R R AL A RS
AT AR (3 A H ) o7 FH a3 ) 20 5] 5 2 R
FUBEHEAEIRYT 55 PRI MLAE A [] I, o B il W 3R SE 1)

S

AR R B AR ZH K B WBC Rl PLT 450
Jin, i RBC %% H AN Heb & S BEAIK, 3X 7T 6B 5 /55 IR IR I
i Fsf DR R R S s A DO T LA B 5405 L P B, 51
P RBE S RE SN, AR T /DN 2R S A G 5 TR I T 1) 5
PRI IMAE RS, FR R $h 45 S DR 3 8O B 36405, 20 4 il
FEIG I ) 40 AR LT A M A R AR O R SFE R R 2



525 247 2012 4F 10 45 31 545 10

- 1275 -

5S8R MBS ARBFIEE & PR
ZH K I R AR R P IL-18 A 7K 7 S 2 16 ]
D, 75 DR T ML ) R T A 235 7 A N 5 4R R sz o7, Al
PIHLAR 7= A= R PR 40 ML IR 7, ASRC I 51 & B R AIK
WBC . PLT 114, 7t RBC T80/ A g 2, W I ol 3%
o PR IR M K AL 8 B A0 S S a3k T i A5 L B e
PR PR TR Bsf Sk 2 B ARl 37 rh e MR PR - TL-1B8
7K OG5 ASRC sy 7] 12 Fsf [ AFK IfiL PR R 7K P-4 FH 12
BT A IR B SR AT W GEE R, T
TEIRTT 12 R R IMLAE IR, N A BRGe % FH 24 30 8, i 71 )
250307 AR AT L R 2 1 [ s A5 ] BB 386 Il v 3R 42 1Y)
AR, BRI RS B R s i, Bk a5
RAE I IR b B 3 WS 2 AU B IR 7 e PR IR
IS A AR T B AR

5% 30k
(1] SRS UG R, S0 5. v TR A ML 0 LR % 25

TRITIRT IR (T ]. 2542 ,2011,30(1) :69-73.

DOI

T AR 3C. e PR I R DR A T s 27 S 3L S i IR
RWBTFEHEIELT]. BUCA Y B2 =2 1k ,2008,8 (1) : 191 -
195.

EEEG, A5 g, IR EEAN B N [)]. R ER IS AR
75,2004 ,4(6) :947.

ARABI H,HASHEMI S A,FOOLADI M. Microencapsulation

of allopurinol by solvent evaporation and controlled release
investigation of drugs [ J]. J Microencapsul, 1996,13(5):

527-535.

AEWANT, M Pk, K B PRER RS Sr [ ] R R

ZFRE2E R ,2001,20(4) :28-29.

RICvE, Botse, W, IRIR ILAE SE 4 BRI AL [ T ].
LR BE A B A4, 2011,30( 1) :78-80.

AL AR v PRIR MLAE A LA ORI SE HE e[ ) ). A

PR AR, 2006,16(5) :59-62

ZEHOMR R, A . D U PDROx P XA A SR ] I R
ROSEM [ )] 0 B AR PERTREAR AR, 2004 ,11(2) < 114-116.
10.3870/yydb. 2012. 10. 007

WEERBEIIAKIERERH &
RRXBERNGHESHNE"

ZR A ERRS, B o AT
(1. AR R 25 K27, 610075 2. WA 1R 24 2 B A I AR = e 242208 , L 42 442000)

W OE BW A EHEERARARIERAR(QUE-CNL) , FMZ A KRN HF A%, FiE LALL
R K AR Bk H & QUE-CNL; Z 2R A8 &, 38 25 0 & & & QUE-CNL £ X R Ak A R B Bt 1] & 49 s 25 5% B R 3p97
B FRENEBE, FH B F LM, ER QUE-CNL ER AL N RE 2 E S TH A F 2R KRE, QUE-CNL %-
il & T @ AREME F K (P<0.01) , FZ M5 SR M FAK(P<0.01) , o 3 A B R A M & F 12 (P<0.01), iR
VASLAL K R K08 B AL ik ) %89 QUE-CNL T 3& K A& & 48 o 3¢ P JE 2R A 1)

KB MEE R RIS ; &k S AUk ; 53 F A

FESES R969. 1 XEkERIRAD A

NERS

1004-0781(2012)07-1275-04

Preparation and Pharmacokinetic Study Long Circulating Nano-Liposomes of Quercetin

in Rats
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ABSTRACT Objective

pharmacokinetic parameters in rats. ~ Methods

To prepare the long circulating nano-liposomes ( QUE-LCL) of quercetin and measure their

QUE-LCL was prepared by emulsified evaporation and solidification at low

temperature. The blood samples were collected at different time points and concentrations of quercetin and QUE-LCL were

measured by HPLC. The pharmacokinetic parameters were calculated with the software 3p97.

Results The plasma QUE

concentration and area under the curve (AUC) of QUE-LCL in rats were obviously higher than those of quercetin suspension. The

volume of distribution (Vd) and plasma clearances of QUE-LCL were lower than those of quercetin suspension.

Conclusion

QUE-LCL prepared by emulsified evaporation and solidification at low temperature can prolong the circulation of quercetin in

plasma, leading to long circulating effects.

KEY WORDS Quercetin; Long circulating nano-liposomes ; HPLC ; Pharmacokinetic parameters





