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ABSTRACT 

T h i s  r e p o r t  d e t a i l s  t h e  e f f e c t  o f  a g i n g  on r e l e a s e  of 

a s p i r i n  from f o u r  PEG b lends  c o n t a i n i n g  c rospov idone  as a 

d i s i n t e g r a n t  i n  c o n c e n t r a t i o n s  of 0 ,  0.5, 1 and 5%. It  has 

been r e p o r t e d  i n  t h e  l i t e r a t u r e  t h a t  r e l e a s e  from s u p p o s i t o r y  

f o r m u l a t i o n s  i s  o f t e n  a l t e r e d  upon a g i n g .  I n  t h i s  exper iment ,  

s u p p o s i t o r i e s  c o n t a i n i n g  3 5 0  mg a s p i r i n  w e r e  d i s s o l v e d  i n  1 ,000 

m l s  of pH 8.0 d i s s o l u t i o n  f l u i d ,  a t  37.5"  w i t h  an  a g i t a t i o n  r a t e  

of 50 rpm. S u p p o s i t o r i e s  were d e s i g n a t e d  as f r e s h  ( l e s s  t han  10 

days  o l d ) ,  4 months o l d  and 6 months o l d .  A s p i r i n  was a s sayed  

a t  265 nm. D i s s o l u t i o n  p r o f i l e s  a s  w e l l  as d i s s o l u t i o n  h a l f -  

t i m e s  w e r e  r e p o r t e d .  Aging had l i t t l e  e f f e c t  on Base A and 

Base B. However, Ease C e x h i b i t e d  a n  ambiguous e f f e c t  i n  t h a t  

t h e  d i s s o l u t i o n  h a l f - t i m e s  were i n c o n s i s t e n t .  Base D e x h i b i t e d  

a d rama t i c  change i n  release upon a g i n g  i n  t h a t  t h e  d i s s o l u t i o n  

h a l f - t i m e s  i n c r e a s e d  from 23  minutes  t o  55 minutes  w i t h  1 /22  

1 4 7 7  
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1478 PALMIER1 

crospovidone. It i s  hypothesized t h a t  Base D s t a b i l i z e d  when 

l a r g e r  amounts of crospovidone are  used al though t h e  exact  

mechanism of t h i s  s t a b i l i z a t i o n  i s  unknown. 

INTRODUCTION 

Published r e p o r t s  have desc r ibed  a suppos i to ry  d i s s o l u t i o n  

test appa ra tus  as w e l l  as t h e  use of  crospovidone t o  i n c r e a s e  

t h e  r a t e  of release of a s p i r i n  and acetaminophen from poly- 

e thy leneg lyco l  based s u p p o s i t o r i e s  . 1 9 2 9 3 9 4  These r e p o r t s  have 

documented r e l e a s e  ra te  changes f o r  both a s p i r i n  and acetamino- 

phen f o r  f r e s h l y  made ( i . e .  l e s s  t han  10 days o l d )  s u p p o s i t o r i e s .  

I n  a l l  i n s t a n c e s  crospovidone inc reased  t h e  r e l e a s e  ra te  of t h e  

d rugs .  This p re l imina ry  s tudy  r e p o r t  d i s c u s s e s  how aging a f f e c t s  

t h e  u s e f u l l n e s s  of povidone on i n c r e a s i n g  t h e  release. 

PROCEDURE 

I .  Prepa ra t ion  of Suppos i to r i e s  

Four b a s i c  formulas were used: 

Base A 

Base B 

PEG 1000 
PEG 4000 

9 6% 
4% 

Aspi r in  350 mg 

PEG 1000 
PEG 4000 

7 5% 
2 5% 

A s p i r i n  350 mg 

Base C P E G  1540 70% 
PEG 6000 30% 
A s p i r i n  350 mg 

Base D PEG 6000 50% 
PEG 1540 50% 
A s p i r i n  350 mg 

Polyplasdone XLR (crospovidone) w a s  employed i n  concen t r a t ions  

of 0.5%, 1%, and 5% w/w.  
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DISSOLUTION OF SUPPOSITORIES. V 1479 

The s u p p o s i t o r i e s  were p repa red  by f u s i o n  u s i n g  a s t a n d a r d  

Armstrong 12 c a v i t y  aluminum a l l o y  s u p p o s i t o r y  mold. 

11. D i s s o l u t i o n  Procedure  

A s u p p o s i t o r y  was p o s i t i o n e d  u p r i g h t  i n  t h e  b a s k e t  f o r  

s u p p o s i t o r y  d i s s o l u t i o n  t e s t i n g ,  p r e v i o u s l y  desc r ibed"  and 

p laced  i n  a USP vessel  c o n t a i n i n g  1000 m l s  o f  phosphate  b u f f e r  

pH 8.0 d i s s o l u t i o n  media t o  approximate  t h e  r e c t a l  pH. A Hanson 

d i s s o l u t i o n  d r i v e  c o n t r o l  and ha l low s p i n d l e - s t i r r e r  a p p a r a t u s  

w a s  used t o  c o n t r o l  t h e  s t i r r i n g  r a t e  a t  50 rpm. A c o n s t a n t  

t empera tu re  w a t e r  b a t h  w a s  ma in ta ined  a t  37.5".  

Samples were withdrawn w i t h  a p i p e t t e  f i t t e d  w i t h  g l a s s  

wool p lug  t o  i n s u r e  t h a t  und i s so lved  d rug  was n o t  withdrawn.  A n  

e q u i v a l e n t  amount of f r e s h  b u f f e r  was added t o  t h e  f l a s k  a f t e r  

each  wi thdrawal .  A f t e r  a p p r o p r i a t e  d i l u t i o n  t h e  samples  were 

a s sayed  s p e c t r o p h o t m e t r i c a l l y  a t  265 nm f o r  d i s s o l v e d  a s p i r i n .  

The v a r i o u s  PEG bases  e x h i b i t e d  no a b s o r p t i o n  a t  t h i s  wavelength .  

A s p i r i n  obeyed Lambert-Beer 's  Law a t  265 nm, t h e  wavelength  o f  

maximum a b s o r p t i o n  f o r  t h e  d rug .  

S u p p o s i t o r i e s  were s t o r e d  a t  room t e m p e r a t u r e  u n t i l  used a t  

t h e  p r e - s e l e c t e d  t i m e ,  f r e s h  (i.e. less t h a n  2 weeks o l d ) ,  4 

months and 6 months. 

RESULTS 

T a b l e s  1, 2, 3,  4 report t h e  d i s s o l u t i o n  f o r  t h e  4 bases 

w i t h  0, 1 / 2 ,  1 and 5% povidone f o r  f r e s h ,  4 month and 6 month 

s u p p o s i t o r i e s .  
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TABLE 1 

BIse A Dissolution 

PALMIER1 

Tine X Release Aspirin 
(minutes 1 oa* 1/2%* ix*  5x* 

0 4 6  0 4  6 0 4 6 0 4 6  

1 5 5 . 5 8  4 5 5 5 4 2 5 3 4 

3 10 15 16 12 16 14 16 18 14 11 13 15 

5 18 23 26 30 30 30 33 31 24 17 21 26 

10 50 42 51 19 54 60 60 55 48 41 48 53 

20 68 76 77 78 86 79 88 84 78 76 78 81 

30 73 81 80 8D 88 79 92 84 78 87 81 89 

rverrge of 5 assays 

= percentage of crospovidone 

0, 4, 6 Indicate age of suppository I n  mnths  

TABLE 2 

Base B Dissolution 

Time X Release Aspirin 
(mi  nu tes 1 OX* 1/2X* 1%* 5X* 

0 4 6  0 4 6 0 4  6 0 4 6  

1 1 3 8  1 6 3  5 5 3  0 7 2  

3 8 12 15 11 14 13 14 14 12 0 12 7 

5 15 21 25 19 24 22 25 22 20 21 22 15 

10 33 43 48 40 51 45 49 44 45 41 39 44 

20 64 75 75 75 90 75 89 75 77 78 75 62 

30 75 78 95 79 100 95 95 76 82 93 95 83 

average of 5 assays - percentage of crospovidone 

0, 4, 6 Indicate age of suppository i n  mnths 
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DISSOLUTION OF SUPPOSITORIES. V 1481 

TABLE 3 

Base C D i s s o l u t i o n  

Time % Release A s p i r i n  
( m i  nu tes 1 OX* 1/2%* 1 %* 5x* 

0 4 6  0 4  6 0 4 6  0 4 6  

1 3 2 2  3 1.5 1 3 1 1  2 1 1.5 

3 7 7 5  8 7  7 7 5 5  8 7 6  

5 12 13 10 13 13 13 14 12 12 13 12 13 

10 27 26 25 20 29 27 26 30 27 34 27 26 

20 49 52 50 55 59 57 45 61 56 53 50 56 

30 68 72 70 75 75 77 73 77 76 72 71 79 

45 70 83 80 96 83 77 89  70 90 96 05 81 

60 70 95 01 90 94 77 85 90 90 91 81 

average of 5 assays 

= percentage of crospovidone 

0.4,  6 i n d i c a t e  age o f  suppository i n  months 

A s  seen  from Table 1, ag ing  had a n  i n s i g n i f i c a n t ,  only s l i g h t  

e f f e c t  on a s p i r i n  release f o r  Base A .  This i s  a s  expected,  

s i n c e  a d d i t i o n  of crospovidone a l s o  had only a n e g l i g i b l e  e f f e c t .  

Table  5 summarizes t h e  d i s s o l u t i o n  ha l f - t imes ,  t h a t  i s  t h e  t ime 

f o r  50% t o  d i s s o l v e ,  f o r  Base A .  Here too,  l i t t l e  e f f e c t  of 

aging i s  apparent .  

Table 2 shows the  d a t a  for Base B r e l e a s e  while  Table 6 shows 

t h e  corresponding d i s s o l u t i o n  h a l f - t i m e s .  I n t e r e s t i n g l y  t h e  h a l f -  

t imes were increased upon ag ing  f o r  all Base B formulat ions 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



1482 

TABLE 4 
Base 0 Dissolution 

PALM1 ERI 

Time I Release Aspirin 
(minutes) 01* 1/2I* 1I* 5 v  

0 4 6  0 4  6 0 4 6 0 4 6  
~ 

1 2 1.5 0 2 2  0 2 2 1 . 5  2 1  1 

2 5 6 6  6 6 4  3 6 2.5 1.5 7 6 

5 9 6 3 12 10 7 14 12 14 9 12 12 

10 23 13 6 21 23 15 20 25 31 21 23 25 

20 46 23 16 44 46 36 45 49 51 46 47 50 

30 63 32 23 64 74 55 61 72 70 67 68 69 

45 87 37 33 88 95 76 87 78 78 89 86 80 

60 91 39 37 93 95 91 91 78 78 96 86 83 

average of 5 assays 

= percentage of crospovldone 

0, 4, 6 indicate age o f  suppository i n  mnths 

TABLE 5 

D isso lu t ion  Half-times for Base A 

X Povidone 
Age of  Suppository 0% 1/2% 1% 5% 

( i n  months) 

10 10 8 12 

13 11 9 13 

9 8 11 13 
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DISSOLUTION OF SUPPOSITORIES. V 1483 

TABLE 6 

D isso lu t ion  Half-times for Base B 

% Povidone 
Age of Suppository 

( i n  months) 
0% 112% 1% 5% 

15.5 13 

18 9 

18 11 

10 12 

12 12 

12 13 

excep t  t h e  112% povidone fo rmula t ion .  

s u p p o s i t o r i e s  was also  delayed i n  t h e  fo rmula t ion  wi thou t  

t h e  d i s i n t e g r a n t .  

Release from aged 

TABLE 7 

Dissolution Half-times for Base C 

X Povi done 
Age of Suppository 

( i n  months) 
0% 1/2% 1% 5% 

21 

18 

20 

14 

15 

15 

22 18 

18 20 

19 17 
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1484 PALM1 ERI 

TABLE 8 

Disso lu t ion  Half - t imes for  Base D 

X Povidone 
Age of Suppository 0% 1/2% 1% 5% 

( i n  months) 

22.5 22.5 23 22.5 

>60 24 21 21 

>60 55 19 20 

Table 3 and Table 7 summarizes t h e  Base C d a t a .  Here, as 

i n  Base A ,  t h e  changes were ve ry  s m a l l ,  w i t h i n  experimental  

e r r o r .  However, t h e  release ha l f - t imes  were s l i g h t l y  slower 

f o r  aged s u p p o s i t o r i e s .  

Table 4 and Table 8 i l l u s t r a t e  t h e  most dramatic  changes, 

t hose  wi th  Base D .  Aging a f f e c t e d  a l l  of t h e  fo rmula t ions  but 

most d r a m a t i c a l l y  t h e  formulat ions with 0 t o  112% crospovidone. 

I n c r e a s e s  i n  t h e  t50 were e s p e c i a l l y  ev iden t  i n  t h e s e  two 

formulas while  t h e r e  w a s  i n s i g n i f i c a n t  change i n  t h e  supposi-  

t o r i e s  with 1 and 5% povidone. 

It is  pos i t ed  t h a t  t h e  1% and 5% fo rmula t ions  may, i n  f a c t  

be s t a b i l i z e d  due t o  t h e  povidone while  t h e  1/27, povidone does 

not s t a b i l i z e  t h e  system. 

The e f f e c t  of aging f o r  each i n d i v i d u a l  base i s  i l l u s t r a t e d  

i n  Figures  1 through 16 .  The e f f e c t  of aging i s  e x h i b i t e d  by 
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DISSOLUTION OF SUPPOSITORIES. V 
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L I 1  I 1 1 I 1 

Time (minutes) 
5 10 20 30 40 50 60 

FIGURE 1 PERCENT ASPIRIN RELEASE VERSUS TIME FROM BASE A ,  
0% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
4 MINTH OLD SUPPOSITORIES 

A 6 MINTH OLD SUPPOSITORIES 
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90 

PALMIER1 

- 
?-----+ 

1 I 1 I I 

5 10 20 30 40 50 60 
Time (minutes) 

FIGURE 2 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE A, 
y7 CROSPOVIDONE 

0 NEW S U P P O S I T O R I E S  
0 4 MONTH OLD S U P P O S I T O R I E S  
A 6 MJNTH OLD S U P P O S I T O R I E S  
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DISSOLUTION OF SUPPOSITORIES.  V 1487 

I I I I I 

5 10 20 30 40 50 60 
Time (minutes) 

FIGURE 3 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE A,  
1% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
0 4 MONTH OLD SUPPOSITORIES 
A 6 MONTH OLD SUPPOSITORIES 
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1488 PALMIER1 

I l l  I I I I I 

Time (minutes) 
5 10 20 30 40 50 60 

FIGURE 4 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE 
5% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
4 M3NTH OLD SUPPOSITORIES 

A 6 MDNTH OLD SUPPOSITORIES 
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DISSOLUTION OF SUPPOSITORIES. V 1489 

5 10 20 30 40 50 60 
Time (minutes) 

F I G U R E  5 PERCENT A S P I R I N  RELEASE VERSUS T I M E  FROM BASE B,  
0% CROSPOVIDONE 

0 NEW S U P P O S I T O R I E S  
0 4 mNTH OLD S U P P O S I T O R I E S  
A 6 HINTH OLD S U P P O S I T O R I E S  
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1490 PALMIER1 
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FIGURE 6 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE B,  
97 CROSPOVIDONE 

0 N E W  S U P P O S I T O R I E S  
4 MONTH OLD S U P P O S I T O R I E S  

A 6 MINTH OLD S U P P O S I T O R I E S  

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



DISSOLUTION OF SUPPOSITORIES. V 

100- 

90 - 

80 - 

70 - 

0 
W 2 6 0 -  
-I 
W 
CT 

z - 
Ce 50- 
n 
v) e 
l- z 

4 0 -  
a 
n 
W 

30 - 

20 - 

1491 

I I 1 I I 

5 10 20 30 40 50 60 
Time (minutes) 

FIGURE 7 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE B,  
1% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
0 4 MINTH OLD SUPPOSITORIES 
A 6 MONTH OLD S U P P O S I T O R I E S  

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



1492 PALMIER1 

FIGURE 8 

100- 

90 - 

ao - 

70 - 

0 
W 
v) 

J 
W 
CT 

z 

5 60-  

- 
50-  n 

v) 
4: 
b- z 

CT 
W 

8 40-  

n 

30 - 

20 - 

10 - 

Time (minutes) 

PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE B, 
5% CROSPOVIDONE 

0 NEW S U P P O S I T O R I E S  
4 MINTH OLD S U P P D S I T O R I E S  

A 6 MINTH OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



DISSOLUTION OF SUPPOSITORIES. V 1493 

100- 

90 - 

80 - 

70 - 
n 

5 60-  

a 
5 

w 
v) 

2 
w 

5 0 -  
CI) 
4 
c z 

4 0 -  
w 
0- 

30 - 

20 - 

5 10 20 30 40 50 60 
Time (minutes) 

FIGURE 9 PERCENT ASPIRIN RELEASE VERSUS TIME FROM BASE C ,  
0% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
0 4 MONTH OLD SUPPOSITORIES 
A 6 M3NTH OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



1494 PALMIER1 

Time (minutes) 

FIGURE 10 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE C, 
CROSPOVIDONE 

0 N E W  SUPPOSITORIES 
0 4 XINTH OLD SUPPOSITORIES 
A 6 M)NTH OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



DISSOLUTION OF SUPPOSITORIES. V 

100 

90 

80 

70 

0 
W 
v) 

-I 
w 

2 

d 
v) 
U 
c z 
0 

W a 

5 60 

a 

50 

w 40 
a 

30 

20 

10 

Time (minutes) 

1495 

FIGURE 11 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE C, 
1% CROSPOVIDONE 

0 NEW SUPPOSITORIES 
0 4 PDNTH OLD S U P P O S I T O R I E S  
A 6 PDNTH OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



1496 PALM1 ER I 

100- 

90 - 

80 - 

70 - 
0 
Y 
v) 

2 60-  

a 
I 
Y 

5 0 -  
v) 
4 
I- z 3 40-  
Y a 

30 - 

20 - 

Time (minutes) 

P 

FIGURE 12 PERCENT A S P I R I N  RELEASE VERSUS TIME FROM BASE C, 
5% CROSPOVIDONE 

0 N E W  SUPPOSITORIES 
4 MONTH OLD SUPPOSITORIES 

A 6 FDNTH OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



D I S S O L U T I O N  OF S U P P O S I T O R I E S .  V 1497 

101 

9( 

8[ 

7[ 

0 
W cn 

a w 
2 6C 
a 
z E 50 
cn 
U 
I- z w 

w 
0 

X 40 

30 

20 

10 

5 10 20 30 40 50 60 
Time (minutes) 

F I G U R E  13 PERCENT A S P I R I N  RELEASE VERSUS T I M E  FROM BASE D,  
0% C R O S W V I D O N E  

0 NEW S U P P O S I T O R I E S  
0 4 MONTH OLD S U P P O S I T O R I E S  
A 6 M N T H  OLD SUPPOSITORIES 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

2/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



1498 PALMIER1 

Time (minutes) 

FIGURE 14 PERCENT ASPIRIN RELEASE VERSUS TIME FROM BASE D ,  
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graphing d i s s o l u t i o n  p r o f i l e s  of percent  of a s p i r i n  r e l eased  

a s  a f u n c t i o n  of t i m e .  While crospovidone concen t r a t ion  

appears  t o  have only a s l i g h t  e f f e c t  on release from aged 

s u p p o s i t o r i e s ,  note  t h a t  Figure 13, f o r  s u p p o s i t o r i e s  of Base D ,  

w i th  no crospovidone, shows t h a t  new s u p p o s i t o r i e s  have a much 

f a s t e r  r e l e a s e  than aged s u p p o s i t o r i e s .  When viewed wi th  t h e  

o t h e r  f i g u r e s ,  t h i s  i n d i c a t e s  t h a t  s u p p o s i t o r i e s  of Base D 

manufactured with crospovidone a r e  less s u s c e p t i b l e  t o  changes 

i n  t h e i r  r e l e a s e  p a t t e r n s  with aging than  a r e  those prepared 

without  crospovidone. This i n d i c a t e s  t h a t  t h e  crospovidone may 

a l t e r  t h e  s t a b i l i t y  of t h e  dose form o r  in f luence  t h e  i n t e r -  

a c t i o n  between t h e  a s p i r i n  and polyethylene g lyco l .  The f a c t  

t h a t  t h i s  d i d  not occur  w i t h  Base C ,  most c l o s e l y  r e l a t e d  t o  

Base D chemically,  i s  unexplainable  a t  t h i s  t i m e .  

CONCLUSION 

The a f f e c t  of aging on a s p i r i n  r e l e a s e  from polyethylene 

g lyco l  s u p p o s i t o r i e s  with crospovidone were s t u d i e d .  Only a 

s l i g h t  e f f e c t  was seen i n  most bases .  Base D s t a b i l i t y  was 

s i g n i f i c a n t l y  increased by use  of  crospovidone. I n  formulat ions 

where changes of r e l e a s e  p a t t e r n s  on aging occur ,  a d d i t i o n  of 

crospovidone t o  t h e  suppos i to ry  base should be s t u d i e d .  
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