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Stability Evaluation of Oleanolic Acid Bioadhesive Sustained-release Capsules

LIU Yue"’, TANG Li', ZHANG Jing', ZHENG Lin® (1.Guizhou Key Laboratory of Pharmaceutics, Guiyang
550004, China; 2.School of Pharmacy, Guiyang Medical College/Engineering Research Center for the Develop-
ment and Application of Ethnic Medicines and TCM, Ministry of Education, Guiyang 550004, China)

ABSTRACT OBJECTIVE: To study the stability of Oleanolic acid bioadhesive sustained-release capsules. METHODS: Using
the content of main component, accumulative release rate, moisture and related substance as index, influential factor test [high tem-
perature (away from light, 60 °C) and humidity (25 °C, relative humidity of 90% ), light (4 500 Ix), setting for 10 days], accel-
erated test (40 °C, relative humidity of 75% , setting for 6 months) and long-term test (30 °C, relative humidity of 65% , setting
for 12 months). RESULTS: The indexes had no significant change in accelerated test and long-term test under high temperature and
light; wet weight of capsule particle increased under high humidity. CONCLUSIONS: The preparation period is tentatively sched-
uled for one year in dry and closed place.
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OA X BE i Crpr [ 5 24 G 58 F 52 56, 5 - 110709-
200505, 213 : =98% ) ; OA LW I BV B e B (DM A4 259
IR S 92 B = 45, #E 5 0 20120422 20120423 20120424,
T BRRE 30 mg) s T e LR AR EH (SDS, Vg is 2 Ak 1 7
RS ARG BR A E] 5 20110910) ; I | 20 k(o 14l , 1
Wl g S s TR
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43841 : Onyx Monolithic Ci5(100 mmx4.6 mm, 5 pm) ; i
ShH: Z0E-0.1% R (85: 15) , Ui 4 : 1.0 ml/min; 46 % 1
205 nm; A3 2 35 °C s HEFEE 10 ul, BEHEER OA IETTHE
AT 2 500, ML LG AL OA & & .
22 MREARENGE

5 FR BT 15 28 1 T R 119 O A o IR 3G 6, o PP T s fe
J5 L B4 1 ml 7 OA 0.1 mg BN R S, NS
2.3 HHXSMIBARHHIE

BURE S N 38 o, DR AR5 RS 2 R 24 F OA10 mg
A, BT 100 ml I, I B R RS A H) B R 2
BE 5], g, USRI A It i T
24 FAMHSBENRE

i b )5 & A AN OA IS FUIRHE LN 938 &,
BRI, e, L8 TR BN AS BB A TR
25 AEERMER

4330 W2 B TR AR VA TR B PR R S TR A% 10
ul, VEA UFLC (343, #4217 30 F (i 2 E A, 0 s
T S5, OA IETE LAY, BAPERE S A T4 OA IIE ,
TEE L 1,

2.6 FRAEMZRTIE

KB R ILOA X IR SR 45- 3% (1.055 mg/ml) i& &, i AP i
I B B 0.01.,0.025.,0.05.,0.1,0.2.,0.3 mg/ml FY % FE
U, o3 I ERERI , e SR il . L OA STV I (o) B Ak
bR TR (4) PN AR AR HEAT LR I A3 A, 45 [ ) 5 72 R
A=2919 205.50c—1 064.13(+=0.999 8), 45EZFKHT, OA il
JRT e B (RS R 0.01~0.3 mg/ml.
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Fig1 UFLC chromatograms

A. substance control; B. test sample; C. negative sample; 1. OA
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FE 2 W OA X B BOE o, SRS 6 UK, R 10 ul,
O RS A R RSD<2.7% (n=6) , 2 A )5 ikt 55
JE BRIt
2.8 TEEMER

BRI 6 107, 43 A E 0.1.2.4.6.8.,10. 12 h HURE,
PEFERGI , 0 SRt TR A RSD<2% (n=8) , I A
mafE 12 h NFRUEE R AT .
2.9  fniEE R

FaE IS S ACE B R 3 0y, TRRE A
OA X} (i I TRGE e, 922,37 00 7 30 4 GV T, a6 22
TESRGE TIEE IR R R . 25 FSE IR A 99.63% ,RSD
H1%(n=3),
2.10 T EHNE

FFHAEED, LIS 0.5% SDS 900 ml(pH 7.00 + 0.05) K%
A, B2 100 t/min, R : (37+£0.5) Co 439 F 1.6.12h
HURE , BRI 5 ml, [a) B b 78 SR AR [ tH A J5T, 0.45 pm AL
YEREEI  BEEN TR
2.11 BRYRKRKSHNE

12 HE 2010 45 fz (o [ 24 ) I} 25 1 245 il ) A e ik
B S RO AT, 2 R P A S K
2.12 ®ImEZELE
2.12.1 R . BURE AL (L5 1 20120422) 16 &, mOLE T
60 CHIEMEA 10 d, 4351 F 0.5.10 d BURE , WS Rk AR
b, e Her i BRI A AR S5 IR 1,

*1 SRRABER
Tab 1 Results of high temperature test

I, ik e SHBIE, % LB/ O
d % 1h 6h 12h Jit, % %
0 AEER 9639 1534 7206 92.27 1.2 0.53
5 [k 9769 1526 7174 9311 1.63 0.82
10 ARk 9901 1670 7212 93.53 212 131
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2122 EEREE . BURE & (LS 0 20120422) 36 5, B FEE
BAFEAR , F 25 CHRIAHXHEE (RH)90% 444 AL 10 d,
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Tab 2 Results of humidity tests

iyl I s, BERIUE. % HRW O MEE.%
d % 1h 6h 12h FM,% RH7S% RH90%
0 H (R 9729 1421 7089 9027 098
5 @R OTME 9754 1334 7049 911l 182 165 263
10 FIEEELAMKE 9805 1378 7090 9153 289 258 544

P 2 2 45 BLAT 0, RE SR 7E RHO0 % 451FF 10 d 3435t 5% L)
b AFFEW R IR S s W AE RHT5% 25040 F 10 d 3 Fiad &/, fr
DL FE b B R
2123 RS . TR (HE5 £ 20120422) 38 &, B TR E
AP, BROE (4 500 1x) AT, IR T A 10 d, 2305 T 0.5.10d
IURE , SR LR AR AL, 0 e BRI A S R
KA. FERAIRZE R 3,

F3 ABABER
Tab 3 Results of lighting test

\' A Il cp B
0 [k 9834 13.11 70.58 9227 0.89 126

5 FEfk 9724 1338 70.39 93.11 131 2.89
10 FOmk 97.05 13.70 70.12 93.53 1.97 3.67

I3 3 A5 R T, BE A TEDC IR ASAF B S U ISR b B A
WL A8, Bl IR RS E T R
2.12.4 g . HOREAL 34, T 40 °C \RHT5 % iR E )T
B M B 6 T, T 001,236 N ARSI, g2 I
PERAE AL, D S BB A SR B RUR 23 o i
IRIEER I 4.

F4 MFRIEER
Tab 4 Results of accelerated test

i, RRBHUE, % B K
% Ih 6h  12h  FL% %

ity mELA Rk

20120422 0 FEFE 9783 1331 6849 9345 092 163
1 BEEk 9756 1478 69.69 9234 231 3.1
2 MRk 9835 1354 7038 9375 293 321
3 @R 9825 1532 6929 93.03 322 425
6 FEER 9901 1473 7159 9298 351 495
20120423 0 HEER 9935 1267 6988 9378 117 156
1 MR 99.14 1298 7034 9335 203 376
2 M@k 9887 1347 7048 9298 232 385
3 FEEE 9900 1387 7136 9312 368 423
6 MEEk 9845 1406 7039 9399 381 432
20120424 0 HEER 9768 1369 7183 9538 186 183
1 M@k 97.04 1368 6994 9515 239 3.8
2 FEFE 9885 1397 7058 9495 299 321
3 FEFE 9861 1348 7109 9512 386  3.82
6 FEER 9843 1402 7178 9495 399 481
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Tab 5 Results of long-term test

5 pp A RREIE.G D K,
LA BT TR T Y

20120422 0 FEmE 9998 1345 6898 9511 087 212
3 BEEik 9838 1378 6899 9408 112 343
6 F{k 9956 1467 7087 9565 232 456
9 MWk 9847 1585 6887 95.66 321 478
12 Ak 9967 1553 6999 9374 389 486
20120423 0 HESik 9986 1245 7067 9388 132 232
3 Mk 9837 1256 6932 9464 245 331
6 MRk 9813 1347 7123 9358 354 456
9 FEER 9977 1354 7025 9437 465 4T3
12 MR 9945 1479 6999 9505 432 488
20120424 0 Mk 9988 1367 6998 9223 143 276

3 Mk 9789 1427 7053 9275 245 343
6 FEmEE 9942 1341 7188 9263 323 382
9 FEEk 9888 1472 7147 9285 432 409
12 Mk 9868 1489 7147 9292 489 496
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