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ABSTRACT

microspheres in low pH aqueous solutions.

Objective ~ To study the stability of clarithromycin and clarithromycin entrapped in bioadhesive
Methods The bioadhesive microspheres entrapping clarithromycin ( Cla-Ec-Ch)
were prepared using emulsification/evaporation method. The stability of clarithromycin and clarithromycin entrapped in
microspheres in hydrochloric acid solution (pH =1) was determined and compared by HPLC method. ~ Results At pH 1.0,
2.0 ,3.0, the degradation half-lives of clarithromycin were (5.93 £0.16) min, (74.52 £3.23) min, (869.58 +5.82) min,
respectively. Clarithromycin entrapped in microspheres was much more stable. ~ Conclusion Clarithromycin was unstable in

low pH solution. Carbopol 934p and ethylcellulose showed a protecting effect for clarithromycin from being decomposed by low pH

solution.
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PRk S 02 1, ST R i s i
Wty OREMS . FHPkiAE 833.25 pum, 2l 1 il
F 243k (13,85 0. 11) % F1(96. 11 +0.83) % .,
2.2 FHakMmEE(HPLC) xm 2 A 5450
7RI
2.2.1 BEFUERAGENMELY  Eurospher Cy
TWEAE (250 mm x 4.6 mm, 5 pm); Ji 35 AH: & -
0.067 mol - L™ @R — S8 (55 1 45) (V 2 V) ;K
PR 210 nm; 3 1 mL « min s PERER .20 wls AR
25 C, LB EGEFAET, whifm R 5HENES B R
U, HH AN I P R TCAR AT T4, O BRI 495 min, 7]
BHRPRET 270 TE T4 sodn a2 ik g iy SRS W Al
=2 500, HALKIIBRA 100 ng(S/N=3),

2.2.2 L MXAREE KEWBOLHIE RSN
CHEBCHIAL 0.5 mg « mL™ (YRR, 43 K 2 e RV
0.2,0.4,0.8,1.2,1.6,2.0,6.0 mL, & 10 mL &4,
sl A N = 2 B # AT, B 10,20,40, 60, 80, 100,
300 pg - mL" IV, HEFE 20 WL, 0 S (i 1] B g T AR
(A) ,FFLLA XHREE (C) HEATLAE DA, 15 bR th 207
7 A=0.0157C -0.002 5,r=0.999 9, Z5H K vir
FERAE 10 ~300 pg - mL" VR FE R SC R AT
2.2.3 BEELL 25,100,300 pg - mL' Ry
I 3 AR EEVE H R H RIAE S (n =5) , 2558 0
#1,

R1 FEREELRER

. HH H ]
W — ——
MEE RSD/% R (H RSD/%
25.15  24.95+0.16  0.63 24.89+0.23  0.91
100.60  102.43+0.30  0.30  102.47+0.62 0.6l
301.80  302.24+3.50  1.16  302.15+4.65  1.54

2.2.4 EEEZR SrolPRBUE T E R DR, R Sh
MR, 551,0. 45 wm BFLUE R uE T, BOEE IR O A
TR 5 PR R b Ak 4 ok 25, 50,
100 pg - mL™ 3B 20 WL gEFE AR A bR 28 7
SRASHE BE 5 S e A HLAS B AT [ICR . 4551 03
2,

B * mL! %5

#®2 FHESHEEWRERIGER X s
AR L/ SZIHERE/ AN R/ RSD/
(pg-mL')  (pg-ml?) % %

25 24.86 £0.31  99.44 +1.23 1.24
50 49.84 £0.30  99.68 £0.60 0.60
100 99.65+0.34  99.65 +0.34 0.35

2.3 FiEEEAKpH AL R T e R HE R
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BE i & 500 mg, LINHE] 10 mL %%, O 1 mL

25N A B pH A =1 R 50 mL (37 C Hifk)
LE T 37 COKBIRGE, /0 F 3,6,9,12,15,
18,24, 27, 30 min J5 BUKE 250 pL, i A i &
0.1 mol - L& A fLARIA ML 1k KL , I FH I sh AR A B¢
%2 1 mL, 20 pL #4757 HPLC %2, @5 1 mL 243
JAE] pH A =2 (IR 50 mL (37 CH#)
43 31F 30,60,90,120,150, 180,210,240 ,270,300 min
BURE  HAARAER] L. @B 1 mL 2530 A %) pH {H =
3 BYERRR I ML 50 mL (37 C i) v, 73 5T 60,120,
180,240,360 ,480,600 min HURE , Hofth 3 fE R 1. H5i%
T FRLAR AR 7 1 2 53 R B i s o B R, LA
InC XS RIFES A R, 153 St 0y A8, SR B0 s b 8 A
AN pH e L 25 R R 3,
®3 HRBSERR pH R P R PR LT

Xxs
pH Il AL i R 1,/ min
1 InC=-0.116 9t +5.578 4 0.9985 5.93+0.16

2 InC=-0.0093+5.5694  0.9977 74.523.23
3 InC=-0.000797t+5.1644  0.997 4 869.58 +5.82
2.3.2 Cla-Cbh-Ec et wwnEEZApH=1 1y 8%
BB AR IR 9 4y Cla-Ch-Ec 3Bk
20.1 g, B THIEZLELLEF BENL W3 4, 541
34ye A pH AH =1 AERMRIEH 10 mL )57, & T
37 CRIBARG AT LL 100 3K - min” SREEHRS; , 4090 F
1,2,6 h &1 3y, 5 0 o, B0 h ek H 4l 4k
K (3 RZEME) Ve 2 (BRI 10 mL) 57 L U0HH, 7
IMASEAEK 10 mL, J B4R 37 “COKi A0 T4k
ek ERWOR R A e hi R E RS, L HPLC
TEASIN , PR — Al ik 1 55 24 W e e R ot s 0 T AR (L
T2 JR i | FEffIg) LR, 45 oR LK 4,
&4 FEIRE Cla-Ch-Ec @A AYIERMRE BIEER

tb1E xts
PR/ h 2y i A L R AR L A %

0 98.36 +1.80

1 85.93 +2.15

2 84.93 +2.31

6 85.79 +1.89
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#3542 (4.6 mm x 150 mm, 5 pum ), AP EE-/K(60 : 40) KA sh48, %% 1.0 mL - min” Kok ¥ 254 nm, ZEER AEd k.
[o7 Lovi £ o AR (Mo 0T ) 68 BR8] A 4 4.0,5.1 A2 8.6 min, 5 & 2 R85 A G i T -Evd & 35 3 AR (4.0,
8.0,16.0 pg - mL") B A1 4= B 18] 85 RSD, fo 3 # 539 <6.89% , Bt 3 <5.80% , o 3¢ 7 vk 4 For 55 09 3% W1 MC 2 5] 2
94.33% ~96.09% #2 95.12% ~97.89% , Jk it 1T -L-vis £ 2l 0 2 WK 2 55 A A 87.59% ~91.24% #= 88.92% ~93.65% , s
RAGHAFEREMTEE A 2.0~32.0 pg - mL' . L HEM T fe R Ao b IT-Svk A B 0GBk & 4,
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HP1100 /=5 8 AH (@ 343, LD5-2A RIS #5041, SZ-96 [
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2.1 Pk AE TG A B e i R A R A R R R RS s
LB T PR RS & 20 mg in A FBE VA R, OF A R L
0.2 mg - mL™ ] e £ Y PG P 6 R A 6% 45, T OKAR 4 C PR
T o e FEVESE SR mae € i PG 2 ot R o i 25 98, P P TR B
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