REFERENCES experimental model for developmental toxicology [J].
Congenit Anom (Kyoto), 2003, 43 (2): 123-132.

[1] Ch.P(2010)Vol I (*}'[E24 2010 4FJi.—F)[S]. 2010: 81. [91 WANG JJ, XU C, TU Y J, et al. Experimental research and

[2] ZHENG W F. Study on in vivo antiviral activity of four application of zebrafish and embryos in toxicology [J]. Asian J
diterpenoids from ethanol extracts of Euphorbia kansui [J]. Ecotoxicology(4: #7521 24i%), 2007, 2(2): 123-135.

Chin Tradit Herb Drugs(t % £4), 2004, 35(1): 65-68. [10] JIANG W, WANG X M, TANG Y P, et al. Preliminary

[31 ZHENG W F, CHEN C F, ZHU A H, et al. Screening for observation on acute toxicity of differnt kansui extraction
antiviral fractions from ethanol extract of Euphorbia kansui zebrafish [J]. J Nanjing Univ Tradit Chin Med(Fg 5t & 25k
Liou [J]. Chin Tradit Pat Med(*" 24), 2002, 24(5): 362-365. 2220:40). 2012, 28(L): 53-56.

[4] SHU XY, DING A W. Progresses in studying processing and [11] UEMURA D, CHEN H. lIsolation and structure of
its chemical composition, pharmacological effect of Euphorbia 20-deoxy-ingenol new diterpene, derivatives and ingenol
kansui [J]. J China Pharm(*}! [{25)55), 2007, 18(24): 1904- derivative obtained from kansui [J]. Tetrahedron Lett, 1974,
1906. 29(15): 2527-2528.

[5] ZHENG L L, WU D S. Research and application of zebrafish [12] WANG L Y, WANG N L, YAO X S, et al. Diterpenes from
in experimental animal [J]. J Nanhua Univ(Med Ed)(r £ the roots of Euphorbia kansui and their in vitro effects on the
Filk: PEAAR), 2008, 36(2): 249-251. cell division of Xenopus (2) [J]. Chem Pharm Bull, 2003,

[6] HEIINE W H, KIENHUIS A S, VAN OMMEN B, et al. 51(8): 935-941.

Systems  toxicology:  applications of  toxicogenomics, [13] WANG L Y. Research of chemical constituents and biological
transcriptomics, proteomics and metabolomics in toxicology activity from Euphorbia kansui [D]. Shenyang: Shenyang
[J]. Expert Rev Proteomics, 2005, 2(5): 767-780. Pharmaceutical University(2F 2551 k2%), 2003,

[71 SPITSBERGEN J M, KENT M L. The state of the art of the

14] LI ZJ, LIL, GAO L, et al. Change of diterpenoids in different
zebrafish model for toxicology and toxicologic pathology [14] g P

S . d products of Euphorbia k i [J]. Chin Tradit Pat
research-advantages and current limitations [J]. Toxicol Pathol, prozezzﬁgo Zu(;: 1 03 uzpl(;r ?8 ansut [J] in Tradit Fa
2003, 31(Suppl): 62-87. Med("}!124), 2011, 33(12): 95-98.

[8] TERAOKA H, DONG W, HIRAGA T. Zebrafish as a novel ki Y 2012-08-22

B RERARBANSERENERET 5

Apee 2 T EHY KA LY, B LY, RAR YTk, M 510006: 2. 1R A G T R
ARHWFFTHL, 7 5100065 3. 9B 2Bk @ MR EE e, T 510095)

BE: BE HE&ELEFEFEFORMA, FRMERERTE R, Ak RAHFEARRKRANE L EEESHM
., VARALH F KB A B % Eudragit NE3OD #= Eudragit L30D-55 i Ae K 534k 4 & fRAH, RAFRALKLRFER, #H4&
GREQRMA. FRANGHRBAGRIMELRE, SFETEOLEFFERR AR, BR BLHFHTHHF
#, BE)kAE & R4 F A 5 1 4 Eudragit NE30D #= Eudragit L30D-55 i &, R A4+, HARSMEMAT A £ R F 4 pH &
BB PETERNN T REANEEF, RIIBEHEIBASES—BHFHEA . it RAFBARFRMLARER, ARK
14 Eudragit NE30D #= Eudragit L30D-55 #.Fo /K 4 # ik L R ATAL, MAH & T LB X EH L RMAu,

X8R ABEEE; FHAR; AR RSB, S86 KM

hESHSES: RI43 XEktrERS: B X EHS: 1007-7693(2013)01-0143-05

Preparation and in Vitro Release Study of Sustained-release Coated Pellets Containing Clarithromycin
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ABSTRACT: OBJECTIVE To prepare sustained-release coated pellet containing clarithromycin, and to investigate its in vitro
drug release behavior. METHODS Extrusion-spheronization technology was used to prepare clarithromycin-containing pellets.
The drug contained pellets were coated with the optimized polymeric combination of Eudragit NE30D and Eudragit L30D-55 by
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using fluid-bed technology. In vitro drug release behavior of the coated pellets was studied and compared with the commercially
available sustained-release capsules of clarithromycin. RESULTS There were no significant differences in different pH
dissolution medium between the coated pellets and commercial products in drug release behavior, with optimized coating
material as Eudragit NE30D and Eudragit L30D-55 at ratio of 5 : 1. The drug release mechanism of coated pellets was in
accordance with first-order release model. CONCLUSIONS With extrusion- spheronization and fluid-bed technology, the
sustained-release coated pellets containing clarithromycin are successfully prepared by using the mixture aqueous dispersion of

Eudragit NE30D and Eudragit L30D-55 as coating material.

KEYWORDS: clarithromycin; extrusion-spheronization; fluid-bed; Eudragit; sustained-release coated pellets

8 1 7% 2% (clarithromycin) A& -1 PU J6 2R 2 4 %
LB ENEY, W¥2h 6-0-FRamHR, Hit
W AR AR AL, B K 2 O 2 R RH M B R
VP22 M. SO R, iR
P A sE, PUREHER SR, DR YR A
Pewn, M2y RN, h B S W A AR
Sa e 1 57 S IETI L7/

H ar e B A b i v 5 3% E 2 %
T T S RORL R S5, HOK 2 AR Sl
bR R M RO, TR, b RS R
F W NE, FERE I O B S ok,
bt AR S 2 LI A, LARORL IR AR SR 1
2 BTG 2 R G LSRR AL, 8 Gk H
TR o o) 25 TN R RIF 9 A 2 — T, LA g — ol
Z BIGHIR, BRI, )R 2 IR
R, 9> PR ]ORN, T LR 2 TR
R, ATLARRREMRIRIE, oA k2 R,

A S50 A7 HEEE] PN — T A T e R R
B, HET iR RERAAKMA, AR
BEIBOATHIG, IF 5 iR E
1 MRS

v P75 2 B2 TV AR 2l IR A F] it
52 A0109120318); o 7 24 B () M 1T 24 4
Kupr, b5 130558-200902, 4IiJ¥ 98.5%); /¥
i A4 (MCC, N R 2 A BR A A FLb
(lactose, fif>% DMV EFFA R A W) 2 LHmntng
Ll (PVP K30, I 2 AR A ) R
£, 6000(PEG 6000, iliSkiiivhBeft T.) F R 2
Hl); FRINFE L LT 4E 2 (HPMC E5, iR AR A
]); WAk (Talcum powder, F¥#FERIT AR A4k T4
i B A ) s TN M TR A IR K 43 1L 4A (Eudragit
NE30D A Eudragit L30D-55, #&[H B4/ w]); T
B h B R R RE(RE, SWHR, )N
BONNATRR A W], 25 H20051661, A% :
0.25 g); FLAth T RT3 4 4 i 4l

E-50 S-250 ! 4% H ¥ [RIAL (FE PR 0 bk a1 452

-144. Chin JMAP, 2013 February, Vol.30 No.2

WEHRATF); 92SM-202A B 1 K1 (i +
Precisa A ]); PB-10 %Y pH (4 [ 5% £ F) )
BT-1000 7! £ &b A 2 A (FF 2 B R A 23 A BR 2
F]); MM-20N Y 22 Tl e A Ak 3 2 5 (H A 1 H RS
Tk 24E); GPCGL.1 AUk AR A A ¥ 4 (1 5
GLATT 2Aw]): BRER LI A R IR 2
#]); CBM-10A vp plus i R0 A (i A (H A 5
A w]); D-59302 H il i Hl(HAVER&BOECKER
INCIDE

2 HESHR

2.1 ATk AL

211 FENE  ZHhE 2 2010 R R
VD, 25 e R s RO i, ERK
210 nm Kb E, EaE Ay SE P T] Phenomenex
Gemini Cy5(250 mmX4.6 mm, 5 um), #EFEE 20
pL, VR 1 mL-mint. BLyidy 5 Sk C AL
b, WETHAR A NGNAARR, &5 bk i 2k 7 72
A=1.167 6C—0.216 1, r=0.999 9(n=6), iV K1E
200~1 500 pg-mL ™ £k 156 & R 47

212 RAMEIENE BUOTREREREMAY
500 mg, $4 ¥ H I e v ([ 25 8 2010 Ji R I
S XC 85 9%), LL pH 5.0 [R5 R 55 22 v R i
A, B 50 rminTt, ERBUA M 5 mL
REAVE LR A, I B I 78 T B 1 2 1 A
Jit 5 mL.

Ty b R A S, R R e, b
HOMERE, SR RSl 1 mL they
7 55 ug MV, VB AR IR . AR
SEJTVE, sk ik K, HAMRETH R
213 BB I MG T ARSER R H 3 E
FDA HEFE RIHTADR 735 (F) R VP R AR i L
ZIE PR B R AL, FE T T AR 2
KNBEAT VAR, BEASAR 502 S 560 i) 7] 5 0k HeE ol 57
SRR ZE (W F e o Rl R

f,=50log{[1+(1/n) Y (Rt-Tt)I}

T E PR I 24 2013 4F 2 25 30 557 2 JY)



Rt A1 Tt 43501 4 2 EE il R0 S50 1 )4 ¢ I [a)
(1) B BECE 50K o £ {H>50, R R I FIAH L,
— Mg o {HAE 50~100 2 [0), fo (EHK, Wi LLH
R S 560 S 30 PR T g AL i g T,
2.2 IR R GBI I A
221 FHAMMMEIS A TR b R # ROk
ZYRRLLL 25 ¢ 17 (WLLEIR A5, LAEIR ik
JEE TR TR ST TRIR R T I N ZE VB K, e O
WA, GBI (LR 0.8 mm)BF Al [ A 4
R, RIEHIE TREANLA, HEEREE 1200
rmin™, VR AL 5 min B, MNAIERSEA. B
HAALT 60 CHEA T 3 h 5, ¥ 20~24
H B & H
222 ZERMOALMEIS DO SRR BELRIAE A
WA aifb K, H m o B sy L4k 10 min,
535, ¥ Eudragit NE30D #1 Eudragit
L30D-55( v A [ 75 & 1) 6%) 22 1% i A\ ik R
Bkt PrRE sy, i 80 HMEN A . (A
MRS, Bl 13 I OUE TR,
WG, EMAAE 22~25 C RS & e,
BARLEH G T 40 CHEA Z 1k 24 h RIF5,
2.3 AARKTT R R 52
231 GARMELLH M IEF B H Eudragit
NE30D/Eudragit L30D-55 & & /K 73 B LA,
= F st miE1:1, 501, 1011, ¥%&#F
YL A T EFL A HPMC ES fH 20 51 4 Ak
WA 100%F1 10%, 8 H 15%, 1F
40 CHUAE R Z1E 24 h, KR LS 2 OLREA T4
K, WSR2 R ILE 1.

—e— NE30D:L30D-55 1:1
—=— NE30D:L30D-55 5:1
—&— NE30D:L30D-55 10:1
—— Z:LLil

t/h

1 R AR AR ARt ] x4 B s 2 % v (n=3)
Fig 1 The effect of different coating material ratio on the
drug release rate (n=3)
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