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Quality evaluation and analysis of domestic asipirin enteric—coated tablets’
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Abstract Objective: To investigate the correlations between the drug stability of aspirin enteric — coated tablets
with treatment packaging materials and the high price metal ions in the prescription respectively and analyze the
consistency of release curves between domestic aspirin enteric— coated tablets and the reference preparation so as to
provide the direction to improve the quality of products for enterprises. Methods: Taking aspirin enteric — coated
tablets assay release and related substances( ChP 2010 aspirin enteric—coated tablets method) as investigation in—
dexes we carried out the studies of the Mg’ * and the stability of aspirin stabilify of opening a bottle( 100 tablets
per bottle) packing material and drug stability. With fiber—optic in situ dissolution tester the release curves of
enteric—coated tablets from different manufactures were tested in pH 4.0 pH 6. 8( ChP 2010) and pH 6. 8( Japa—
nese Orange Book) phosphate buffer solutions and pH 1. 2 solution. Results: ( 1) When aspirin and magnesium stea—
rate were mixed in different ratio the content of free salicylic acid increased with the increase of storage time and
there was a positive proportion between free salicylic acid increasing speed and magnesium stearate amount added;

(2) The bottles were opened three times every day to mimic the regular patients administration and free salicylic

acid content of plastic bottle packaging product showed an increasing trend with the increase of storage time while
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the release showed a decreasing trend in pH 6. 8( ChP 2010) buffer solution; ( 3) In different storage conditions
with the increase of storage time there were no significant changes of the assay free salicylic acid and release of a—
luminum-plastic packaging products but the free salicylic acid of plastic bottle packing products increased and the
release decreased significantly; (4) In two kinds of pH 6. 8 and one pH 6. 0 buffer solutions reference preparation
can release over 80% . In pH 6. 0 buffer solutions some test preparations could not fully release in 2 hours. In pH
6. 8( Japanese Orange Book and ChP 2010) buffer solutions some test preparations did not released or released
slowly. Conclusion: It is necessary to avoid adding magnesium stearate in aspirin enteric coated tablets prescrip—
tion; Considering the patients actual use it is recommended to reduce bottle packaging in order to ensure the quali—
ty of drug during use procedure. The stability of aluminum — plastic packaging products is superior to that of plastic
bottle packaging products and the stabilities of different plastic bottle packaging products were different. The enter—
prises should choose the high quality packaging materials; the reference preparation can release in most of the intes—
tine and has little effect from environmental impact. There are differences between some of the domestic aspirin en—
teric—coated tablets and reference preparation in the release behavior. Enterprises need to pay more attention to the
further study of the prescription and preparation. It is necessary to use different release curves to evaluate the quality
of aspirin enteric—coated tablets.

Keywords: aspirin enteric—coated tablets; quality evaluation and analysis; high valence metal ion; stability of open—

ing a bottle; packing material; the release curves

1958 N N

( N ) ; 1

1.1
; ( FODT - 601FX ) .
Agilent-1100 o
; 1.2 ( 100113—
. 200603) . ( 100106-201104)
( Merck )
75 ~150 mg 't . ( ) o (
25.50.40 mg) : 1# ( 100 mg )
231 BJ02920; 2 # 1011190; 3 #
372 . 2010 110314; 4 # 100502; 5 #
\EP8.0.USP37 JP 16 20101175; 6 # 101101; 7 #
E 110102; 8 # 1012222; 9 #
2011 1012252012; 10# 101229; 11#
149 11060701; 12 # 110401; 13 #
1010042; 14 # 101135; 15#
18100325; 16 # 110101; 17 #
o . 20110307;18# 101109; 19 #

( 2010 110308; 20 # 20110593; 21 #



Chin J Pharm Anal 2015 35( 12) — 2189 —
110101; 22 # 110301; 23 # 2010 XD )
B110425; 24 # 110302; 25 # 1( 2010 pH 6.8 )
110302; 26 # 20110613; 27 # 2.3.4.5( pH 6.8.pH
20110301; 28 # 1005071; 29 # 6.0 pH4.0 pH 1.2
101003; 30 # 101002; 31 # ) 100 r *min "' 800 mlL
20110702; 324 110305, 5 mm ( 25 mg) 2 mm
2 ( 50 mg 40 mg) 220 nm
2.1 . 32
2010 o
. 1( 2010
o pH 6.8 ):
2.2 Mg’ 0.1 mol L™ 600 mL 0.2 mol «L~'
200 mL 2 mol *L™' 2 mol * L™
’ pH 6.8 o
2( pH 6.8
o ) 1.7 ¢
1 3 (Mg’") 25 1.8 ¢ 1 000 mL
C 5.0 20d I pH 6.8 .
Mg** o 3( pH 6.0
2.3 ): 17.91 g
1000 mL  0.05 mol «L"~"
100 2 ; 5.25g¢
1 1 1000 mL.  0.025 mol * L™ o
1 000 mL
o pH 6.0 o
4 ) 25 °C/RH 75% 25 °C/ 4( pH 4.0
RH 92.5% 40 °C/RH 75% 25 °C /RH 60% ) 11000 mL 0.05 mol *L~'
3 5.10.20 0.025 mol +L~" pH 4.0 .
30 d “2.1” . 5( pH 1.2
. ) 2.0 ¢
2.4 1 000 mL pH 1.2 o
3
o 6 4 3.1
2
25 C/RH 75% 25 °C/ ;
RH92.5% 60 °C 30d “2.1” 1,
2.5 .
3.2 4
-8 pH 6.8
( FODT-601FX) 2010 o 40 °C/RH

75%



— 2190 —

Chin J Pharm Anal 2015 35( 12)

—o— 3ETE RIS (three times magnesium stearate)

§ 0.4 —e— 1{ETAfMR%EE (one time magnesium stearate)

%E

o

20,3

B

o

8 0.2

3

&

& 0.1

R

2

g 0.0 T T T T
0 5 10 20

TRCE R H] (time)/d

Fig. 1  Effect of high valence metal ions on free salicylic acid
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Fig. 2 Determination results of stability study in an opened bottle
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Fig. 3 Determination results of packing material study
A. (free salicylic acid) B.pH 6.8 ( release
in pH 6. 8 phosphate buffer solution)
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Fig. 4 The average release curves
A. 3 ( the average release curves of reference preparation in three release mediums) — B. 32 pH 6.8
( 2010 ) ( the average release curves of 32 batches of aspirin tablets in pH 6. 8 phosphate buffer solution( ChP 2010) )
C.32 pH 6. 0( ) ( the average release curves of 32 batches of aspirin tablets in pH 6. 0 phosphate

buffer solution( ( Japanese Orange Book) )  D. 14 pH 6.8

batches of aspirin tablets in pH 6. 8 phosphate buffer solution( Japanese Orange Book) )
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