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Abstract  

P r e v i o u s l y  reported s t u d i e s  f r o m  t h i s  l a b o r a t o r y  

h a v e  d e m o n s t r a t e d  t h e  u s e f u l n e s s  of a new a p p a r a t u s  

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  s t u d y .  Acetaminophen sup-  

p o s i t o r i e s  g a v e  s l o w  releasz and  i t  was pos i ted  t h a t  

a d d i t i o n  of a d i s i n t e g r a t i n g  a g e n t  commonly u s e d  i n  

t a b l e t  m a n u f a c t u r e  would i n c r e a s e  t h i s  release rate.  

T o  t e s t  t h e  h y p o t h e s i s ,  f o u r  PEG b l e n d s  were u s e d  as 

bases  as  i n  t h e  p r e v i o u s  s t u d i e s .  Each c o n t a i n e d  320 

mg a c e t a m i n o p h e n  and  1%, 5%, or 1 0 %  o f  i n s o l u b l e  p o l y -  

v i n y l p y r r o l i d o n e  ( P o l y p l a s d o n e  XL 1 .  One t h o u s a n d  

m i l l i l i t e r s  of p h o s p h a t e  b u f f e r ,  pH 8.0  t o  a p p r o x i m a t e  

r e c t a l  pH w a s  e m p l o y e d  a s  t h e  d i s s o l u t i o n  media and  

m a i n t a i n e d  a t  37.5'. A c o n s t a n t  a g i t a t i o n  rate o f  

2 5  a n d  5 0  rpm w a s  u s e d .  A c e t a m i n o p h e n  w a s  a s s a y e d  

R 

* = U n d e r g r a d u a t e  R e s e a r c h  A s s i s t a n t s  
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422 PALMIER1 ET AL. 

s p e c t r o p h o t o m e t r i c a l l y  a t  2 4 3  nm. C o m p a r a t i v e  d i s -  

s o l u t i o n  p r o f i l e s  a t  t h e  v a r i o u s  a g i t a t i o n  rates and  

w i t h  t h e  c o n c e n t r a t i o n s  o f  p o l y v i n y l p y r r o l i d o n e  were 

d e v e l o p e d .  A d d i t i o n  o f  i n s o l u b l e  p o l y v i n y l -  

p y r  r o  1 i d o n e  i n c  rea  s e d  t h e  d i s s o l u t i o n  ra te  c o n s t a n t  

a n d  d i s s o l u t i o n  h a l f - t i m e s  a t  t h e  t w o  a g i t a t i o n  ra tes .  

W h i l e  t h e  d i s i n t e g r a t i o n  a i d  i n c r e a s e d  release, t h i s  

r e l e a s e  was n o t  l i n e a r  w i t h  respect t o  d i s i n t e g r a t i n g  

a g e n t  c o n c e n t r a t i o n .  

R e l e a s e  o f  a c e t a m i n o p h e n  from s u p p o s i t o r i e s  and  

t h e  b i o a v a i l a b i l i t y  of a c e t a m i n o p h e n  Erom s u p p o s i t o r y  

b a s e s  h a v e  n o t  r e c e i v e d  much s t u d y .  Feldman r e p o r t e d  

t h a t  t h e  r a t e  of b i o a v a i l a b i l i t y  of s u p p o s i t o r i e s  was 

e x t r e m e l y  v a r i a b l e  and  m i g h t  n o t  p r o d u c e  a c l i n i c a l l y  

n o t e d  r e s p o n s e  ( 1 ) .  Maron and I c k e s ,  however ,  re- 

p o r t e d  t h a t  a c e t a m i n o p h e n  s u p p o s i t o r i e s  were c l i n i -  

c a l l y  as e f f e c t i v e  an a n t i p y r e t i c  as were t a b l e t s  ( 2 ) .  

P a g a y ,  et e. s t u d i e d  t h e  i n f l u e n c e  of t h e  

v e h i c l e  o n  t h e  b i o a v a i l a b i l i t y  o f  a c e t a m i n o p h e n  s u p -  

p o s i t o r i e s  u s i n g  a m o d i f i e d  b e a k e r  method w i t h  a media 

o f  pH 7 . 0  a n d  a n  a g i t a t i o n  of 2 5  rpm ( 3 ) .  T h e s e  

r e s e a r c h e r s  correlated t h e  d i e l ec t r i c  c o n s t a n t  o f  t h e  

b a s e  t o  a c e t a m i n o p h e n  b i o a v a i l a b i l i t y .  C o m m e r c i a l  

s u p p o s i t o r i e s  were n o t  discussed. 

A r e c e n t  r e p o r t  by P a l m i e r i  ( 4 )  d i s c u s s e d  release 

of  a c e t a m i n o p h e n  from l a b o r a t o r y  p r e p a r e d  PEG bases 
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DISSOLUTION OF SUPPOSITORIES. I11 423 

a n d  c o m m e r c i a l l y  a v a i l a b l e  s u p p o s i t o r i e s .  D i s s o l u t i o n  

h a l f - t i m e s  f o r  l a b o r a t o r y  p r e p a r e d  s u p p o s i t o r i e s  a t  50 

r p m  r a n g e d  from 8 m i n u t e s  for Base A to  2 2  m i n u t e s  f o r  

B a s e  D. T h e  c o m m e r c i a l l y  a v a i l a b l e  a c e t a m i n o p h e n  

s u p p o s i t o r i e s  h a d  a d i s s o l u t i o n  h a l f - t i m e  o f  9 0  

m i n u t e s  a t  5 0  r p m .  B e c a u s e  of t h e s e  a p p a r e n t l y  

s l o w  release rates ,  it w a s  p o s i t e d  t h a t  a d d i t i o n  o f  a 

d i s i n t e g r a t i n g  a g e n t  would increase t h e  release of 

a c e t a m i n o p h e n  from t h e  p o l y e t h y l e n e  g l y c o l  base s u p -  

pos i tores .  P o l y p l a s d o n e  XL , ( 5 )  a c r o s s l i n k e d  

i n s o l u b l e  h o m o p o l y m e r  o f  n - v i n y l - 2 - p y r r o l i d o n e  w a s  

u s e d  i n  a n  a t t e m p t  t o  i n c r e a s e  t h e  release rate.  

R 

E x p e r i m e n t a l  

I. P r e p a r a t i o n  of S u p p o s i t o r i e s  

F o u r  b a s i c  f o r m u l a s  were used:  

Base A 

Base B 

Base C 

Base D 

PEG 1000 
PEG 4000 
Acetaminophen 

PEG 1 5 4 0  
PEG 4000 
Acetaminophen 

PEG 1540 
PEG 6000 
Acetaminophen 

PEG 6000 
PEG 1540 
Acetaminophen 

96 % 
4 %  

3 2 0  mg 

75% 
25% 

320 mg 

70 % 
30 % 

320 mg 

50 % 
50 % 

3 2 0  mg 

P o l y p l a s d o n e  XLR w a s  e m p l o y e d  i n  c o n c e n t r a t i o n s  of 

1%, 5 % ,  and  1 0 %  w/w. 
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424 PALMIER1 ET AL. 

T h e  s u p p o s i t o r i e s  were p r e p a r e d  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  a luminum 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  P r o c e d u r e :  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  d e s c r i b e d  (6) a n d  

p l a c e d  i n  a USP v e s s e l  c o n t a i n i n g  1 0 0 0  m l s  of phos-  

p h a t e  b u f f e r  pH 8.0 d i s s o l u t i o n  media t o  a p p r o x i m a t e  t h e  

r e c t a l  pH. A H a n s o n  d i s s o l u t i o n  d r i v e  c o n t r o l  and 

h o l l o w  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 to cont ro l  t h e  

s t i r r i n g  r a t e  a t  25 rpm a n d  50 rpm. A c o n s t a n t  

t e m p e r a t u r e  water b a t h  w a s  m a i n t a i n e d  a t  37.5'. 

S a m p l e s  were wi thdrawn 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 l u g  t o  i n s u r e  t h a t  undisso lved  drug w a s  

n o t  w i t h d r a w n .  An e q u i v a l e n t  amount o f  f r e s h  b u f f e r  

was a d d e d  t o  t h e  f l a s k  a f t e r  e a c h  w i t h d r a w a l .  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  s a m p l e s  w e r e  a s s a y e d  s p e c t r o -  

p h o t m e t r  i c a  l l y  a t  243 nm f o r  dissolved a c e t a m i n o p h e n .  

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 a t  w a v e l e n g t h .  

P o l y p l a s d o n e  X L R  a l s o  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  w a v e l e n g t h .  Acetaminophen obeyed  Lambert-Beer 's  

L a w  a t  243 nm, t h e  w a v e l e n g t h  o f  maximum a b s o r p t i o n  

f o r  t h e  d r u g .  

R e s u l t s  and D i s c u s s i o n  

D i s s o l u t i o n  r a t e  p r o f i l e s  were o b t a i n e d  a s  

e x p l a i n e d  i n  t h e  E x p e r i m e n t a l  S e c t i o n .  T a b l e  I is t h e  
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DISSOLUTION OF SUPPOSITORIES. I11 

T a b l e  1 

425 

Base A D i s s o l u t i o n  a t  2 5  rpm 

- 
T i m e  % Release APAP 

( m i n u t e s  1 0% * 1%* 5% * 10%" 

1 3 4 5 5 

3 If 14 14 23 

5 21 22 22 35 

10 31 39 41 44 

20 66 71 74 90 

30 73 8 5  75  98 

4 5  85 8 6  88 99  

a v e r a g e  of 5 a s s a y s  

* = p e r c e n t a g e  of p o l y p l a s d o n e  

d i s s o l u t i o n  data  f o r  Base A a t  25 rpm and is i l l u s -  

s t r a t e d  i n  F i g u r e  I. The i n c o r p o r a t i o n  of i n s o l u b l e  

p o l y v i n y l p y r r o l i d o n e  i n c r e a s e d  t h e  d i s s o l u t i o n  ra te  i n  

d i r e c t  r e l a t i o n s h i p  t o  t h e  c o n c e n t r a t i o n  of  t h e  

d i s i n t e g r a t i n g  a g e n t  a l t h o u g h  t h e  i n c r e a s e  w a s  n o t  

1 i n e a r  w i t h  r e s p e c t  t o  d i s i n t e g r a t i n g  a g e n t  concen-  

t r a t i o n .  T a b l e  2 a n d  F i g u r e  2 c o n t a i n  t h e  data  €or 

Base  A r e l e a s e  a t  50  rpm w i t h  0, 1%,  5 % ,  a n d  10% 

~ o l y p l a s d o n e  X L  . A s  w i t h  t h e  2 5  rpm d a t a ,  a 

c o n c e n t r a t i o n  i n c r e a s e  i n  t h e  d i s i n t e g r a t i n g  a g e n t  

i n c r e a s e d  t h e  d i s s o l u t i o n  r a t e  , b u t  n o t  l i n e a r l y .  

Ii 
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a 
2 a 
Q) 
u) 
0 
Q) 
Q) 
- 
a 
8 

PALMIER1 ET AL. 

I I I 1 I 

10 20 30 40 50 60 
Time (minutes) 

Figure 1: Base A Disso lu t ion  a t  25 rpm 

Key: 0% polyplasdone 

A 1% polyplasdone 

0 5% polyplasdone 

A 10% polyplasdone 
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DISSOLUTION OF SUPPOSITORIES. I11 427 

b 
1 I I I I I .I 

10 20 30 40 50 60 
Time (minutes) 

F i g u r e  2: B a s e  A D i s s o l u t i o n  a t  50 r p m  

Key: 0% p o l y p l a s d o n e  

1% p o l y p l a s d o n e  

0 5% p o l y p l a s d o n e  

A 10% p o l y p l a s d o n e  
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428 PALMIER1 ET AL. 

I I I I I I 50 60 I 

0 10 20 30 40 
Time (minutes) 

F i g u r e  3 :  Base B Disso lu t ion  a t  25 rpm 

~ e y :  a 0% polypiasdone 

A 1% polyplasdone 

0 5% polyplasdone 

A 10% polyplasdone 
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DISSOLUTION OF SUPPOSITORIES. I11 429 

Table 2 

Base A D i s s o l u t i o n  a t  50 rpm 

T i m e  8 Release APAP 
(minu tes  1 0%* 1% * 5%* l o % *  

1 3 8 8 6 

3 1 2  15 14 1 4  

5 23 25 25 22 

10 35 36 49 47 

20 47 63 73 81 

30 49 74 74 90 

45 55 78 78 96 

ave rage  of 5 a s s a y s  

* = percen tage  of polyplasdone  

Table  3 

Base B D i s s o l u t i o n  a t  2 5  rpm 

Time  % Release APAP 
( m i n u t e s  1 0%" 1% * 5% * 10%" 

1 4 4 6 6 

3 1 2  14 1 5  14 

5 18 20 23 23 

10 35 46 48 45 

2 0  70 74 8 1  85 

30 84 90 91 91 

45 88 96 96 99 

average  of 5 a s s a y s  

* = percen tage  of polyplasdone  
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430 PALMIER1 ET AL. 

D i s s o l u t i o n  of  Base I3 ( F i g u r e s  2 a n d  3 and T a b l e s  2 

a n d  3 )  w a s  n o t  a f f e c t e d  as much by t h e  a d d i t i o n  o f  t h e  

i n s o l u b l e  p o l y v i n y l p y r r o l i d o n e  and, i n  f a c t  a t  50 rpm 

t h e r e  w a s  n o  s i g n i f i c a n t  d i s s o l u t i o n  rate i n c r e a s e .  

Rase  C ( F i g u r e s  5, 6 ,  a n d  T a b l e s  5 ,  6) h a d  a more 

r a p i d  d i s s o l u t i o n  when t h e  d i s i n t e g r a n t  was added b u t  

i n c r e a s i n g  t h e  a m o u n t  of t h e  a d d i t i v e  d i d  n o t  h a v e  a 

s i g n i f i c a n t  b e a r i n g  on t h e  d i s s o l u t i o n  rate. Base D 

( F i g u r e s  7, 8 and  T a b l e s  7 ,  8 ) e x h i b i t e d  much f a s t e r  

d i s s o l u t i o n  when t h e  d i s i n t e g r a t i n g  a g e n t  was a d d e d .  

T h e  d a t a  a t  2 5  rpm b e s t  i l l u s t r a t e s  t h e  r e l a t i o n s h i p  

be  t w e e n  d i s i n t e g  r a  t i n g  a g e n t  c o n c e n t r a t i o n  and  t h e  

r e s u l t a n t  d i s s o l u t i o n  rate p r o f i l e s .  

I n s o l u b l e  PVP t h e n ,  i n c r e a s e d  t h e  rzlease rate  o f  

a c e t a m i n o p h e n  f r o m  B a s e s  A ,  C ,  a n d  D b u t  n o t  B a s e  B. 

I t  s h o u l d  a l so  be n o t e d  t h a t  i n  a l l  of t h e  e x p e r i m e n t s  

t h e  t o t a l  r e l e a s e  of a c e t a m i n o p h e n  w a s  g r e a t e r  when 

u s  i n g  p o  l y v i  n y l p y r  r o  1 i d o n e .  S i n c e  t h e  d i s i n t e g r a n t  

q u i c k e n s  t h e  b r e a k u p  o f  t h e  s u p p o s i t o r y  it is e x p e c t e d  

t o  h a s t e n  t h e  d i s s o l u t i o n  rate. The r e a s o n  t h a t  t h e  

t o t a l  a m o u n t  o f  d r u g  i n  s o l u t i o n  i s  g r e a t e r  i s  

u n e x p l a i n e d  a n d  f u r t h e r  r e s e a r c h  is n e c e s s a r y  before 

a n  a b s o l u t e  c o n c l u s i o n  c a n  be r e a c h e d .  However, it 

i s  p o s i t e d  t h a t  i f  t h e  e x p e r i m e n t s  were carried o u t  

f o r  a l o n g e r  p e r i o d  of t i m e ,  t h e  t o t a l  release m i g h t  

b e  e q u a l .  I t  c a n  b e  s ta ted t h a t  t h e  amount  released 
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Time (minutes 

F i g u r e  4: Base B D i s s o l u t i o n  a t  50 rpm 

Key: 0 %  polyplasdone 

A 1% polyplasdone 

0 5% polyplasdone 

A 10% polylpasdone 
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Time (minutes) 

PALMIER1 ET AL. 

Figure  5: Base C D i s s o l u t i o n  at 2 5  rpm 

Key: 0% polyplasdone  

A 1% polyplasdone  

0 5% polyplasdone  

A 10% polyplasdone  
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Time ( m i n u t e s l  

F i g u r e  6 :  Base C D i s s o l u t i o n  a t  50 rpm 

Key: 0% polyplasdone  

/"\ 1% polyplasdone  

0 5% polyplasdone  

A 10% poly lpasdone  
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Table 4 

B a s e  B D i s s o l u t i o n  a t  50 rpm 

T i m e  % Release kPAP 
(minutes  1 0%" 1%* 5 % *  lo%* 

1 3 3 4 4 

3 1 2  1 2  1 2  11 

5 18 20 22 23 

10 35 38 4 1  42 

20 72 7 5  74  7 3  

30 8 4  9 1  a9 8 5  

45 89 93 92  99 

ave rage  o€ 5 a s s a y s  

* = percen tage  of po ly la sdone  

Table  5 

Base C D i s s o l u t i o n  a t  2 5  r p m  

T i m e  % Release APAP 
(minutes  1 0%* 1% * 5 % *  l o % *  

1 1 1 1 2 

3 4 6 6 7 

5 1 0  1 0  1 2  1 3  

1 0  2 1  27 29 3 1  

2 0  33 44 52  4 9  

30 56 63 7 7  6 5  

45 60 7 1  95 8 3  

average o€ 5 a s s a y s  

* = percen tage  of polyplasdone  

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

0/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



DISSOLUTION OF SUPPOSITORIES. I11 435 

T a b l e  6 

B a s e  C D i s s o l u t i o n  a t  50 r p m  

- 
T i m e -  'b Release APAP 

( m i n u t e s  1 0%* 1% * 5%" l o % *  

1 

3 

5 

10 

2 0  

3 0  

45 

1 2 3 3 

5 8 9 9 

11 1 7  1 7  1 9  

23 33 29 3 3  

35 57 59 58 

64 7 2  83  76 

68 88 99 89 

90 -- 60 78 98 

a v e r a g e  5 a s s a y s  

* =  p e r c e n t a g e  of po lyp la sdone  

a t  45  m i n u t e s  is g r e a t e r  when i n s o l u b l e  p o l y v i n y l p y r -  

r o l i d o n e  is employed. 

T h e  t i m e  f o r  f i f t y - p e r c e n t  o f  t h e  d r u g  t o  be 

r e l e a s e d  ( t 5 0 1  i s  most o f t e n  c o r r e l a t e d  c l o s e l y  w i t h  

r e l a t i v e  a b s o r p t i o n  a n d  a s  s u c h ,  o f t e n  relates to  

b i o a v a i l a b i l i t y  ( 7  1 .  The  t50 i n d i c a t e s  a c e n t r a l  

t e n d e n c y  of  t h e  d i s s o l u t i o n  d a t a  and e l i m i n a t e s  t h e  

n e e d  t o  a t t e m p t  a k i n e t i c  i n t e r p r e t a t i o n  of t h e  data. 

T a b l e  9 s h o w s  t h e  d i s s o l u t i o n  t 50 ' s  for  Base A w i t h  

t h e  v a r i o u s  c o n c e n t r a t i o n s  of  d i s i n t e g r a t i n g  a g e n t .  

T h e  50 rpin d a t a  i s  t h e  most  dramatic ,  e x h i b i t i n g  a 
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PALMIER1 ET AL. 

Time (minutes) 

F i g u r e  7: Base D D i s s o l u t i o n  a t  25  rpm 

Key: @ 0% polyplasdone  

1% polyplasdone  

0 5% polyplasdone  

A 1 0 %  polyplasdone  
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100 - 

90 - 

80 - 

70 - 

a 60- 

a 2 
8 50- 
Q, - 
2 
$ 4 0 -  

30 - 

20 - 

Time (minutes) 

F i g u r e  8: B a s e  D D i s s o l u t i o n  a t  50 rpin 

Key: @ 0 %  polyplasdone  

1% polyplasdone  

0 5 %  polyplasdone  

A 1 0 %  polyplasdone  
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T a b l e  7 

- Base D D i s s o l u t i o n  a t  25  rpm 

Time % Xslease APAP 
( m i n u t e s  1 0%" 1% * 5%* l o % *  

1 2 2 3 3 

3 5 6 5 6 

5 8 11 11 1 2  

1 0  17 2 1  22 26 

20 36 39 44 49 

30 45 53 60 67  

45  7 1  68 78 8 5  

60 79 8 0  88 89  

average 5 a s s a y s  

* = p e r c e n t a g e  oE p o l y p l a s d o n e  

tS0  w i t h o u t  P o l y p l a s d o n e  XL' o f  3 1  m i n u t e s  b e i n g  

r e d u c e d  t o  7 m i n u t e s  w i t h  1 0 %  P o l y p l a s d o n e  X L  . 
Base  B ,  a s  s h o w n  i n  T a b l e  10 a l s o  h a s  a r e d u c e d  tS0 

w i t h  t h e  d i s i n t e g r a t i n g  a g e n t  a l t h o u g h  n o t  as a dra-  

R 

m a t i c  a r e d u c t i o n  as f o r  Base A. T h i s  agrees w i t h  t h e  

p r e v i o u s l y  n e n t i o n e d  d a t a  € o r  Base B. Wi th  Base C 

( T a b l e  11) o n c e  a g a i n  t h e  u s e  o f  a d i s i n t e g r a n t  

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

I n t e  c e s t i n g  ly , t h e  c o n c e n t r a t i o n  of d i s i n t e g  r a n t  does 

n o t  g r e a t l y  a f f e c t  d i s o l u t i o n  h a l f - t i m e .  A s  shown i n  

T a b l e  1 2 ,  Base D d i s s o l u t i o n  tS0 i s  also s i g n i f i -  
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Table 8 

Base D D i s s o l u t i o n  a t  50  rpm 

T i m e  % Release M A P  
( m i n u t e s  1 0%* 1%" 5%* l o % *  

1 1 2 2 3 

3 

5 

4 5 5 9 

1 2  1 2  1 3  18 

10 24 23 25 26 

20 38 43 53 52  

30 

45 

64 67 68 69 

72 69 81 a9 

60 79 8 2  86 94 

a v e r a g e  5 a s s a y s  

* = p e r c e n t a g e  of po lyp la sdone  

Tab le  9 

D i s s o l u t i o n  Hal f - t imes  for Base A 

25  r p m  50 rpm 
% p o l y p l a s d o n e  (min 1 (min 1 

0 18 .5  31 

1 14.5 16 

5 12 .5  8.5 

1 0  7.0 7.0 
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Table 10 

Dissolution Half-times for Base B 

25 rpm 50 rpm 
% polyplasdone (min) (min 1 

0 

1 

5 

10 

15.5 

12 

11 

10 

14 

13 

12 

12 

Table 11 

Dissolution Half-times for Base C 

- 
25 rpin 50 rpm 

% polyplasddne (min) (min) 
- 

0 34 30 

1 23 18 

5 20.5 16 

10 20 18 

Table 12 

Dissolution Half-times €or Base D 

25 rprn 50 rpm 
% polyplasdone ( m i n )  (min 1 

0 

1 

5 

10 

32.5 26.5 

28 24 

23 19.5 

21 19.5 
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c a n t l y  c h a n g e d  w i t h  t h e  a d d i t i o n  o f  i n s o l u b l e  p o l y -  

v i n y l p y r r o l i d o n e ,  a l t h o u g h  t h e r e  i s  no d i f f e r e n c e  

b e t w e e n  t h e  5% and 1 0 %  da ta .  T h i s  would i n d i c a t e  t h a t  

t h e r e  i s  a maximum d i s s o l u t i o n  rate r e g a r d l e s s  o f  PVP 

c o n c e n t r a t i o n  a b o v e  5%. 

Conc 1 u s i  ons  

I n  s u m m a r y ,  e x c e p t  f o r  Base B ,  t h e  i n s o l u b l e  

p o l y v i  n y  l p y r  r o l i d o n e  i n c r e a s e d  t h e  t o t a l  d i s s o l u t i o n ,  

t h e  d i s s o l u t i o n  rate and  t h e  d i s s o l u t i o n  h a l f - t i m e  for 

t h e  p o  1 y e  t h y  le n e  g 1 y c o  1 base a c e t a m i n o p h e n  s u p p o s i -  

t o r i e s  t h a t  were s t u d i e d .  While t h i s  data  c a n  n o t  y e t  

be c o r r e l a t e d  t o  in v i v o  s u p p o s i t o r y  p e r f o r m a n c e ,  

i t  d o e s  i n d i c a t e  t h a t  a d d i t i o n  of i n s o l u b l e  PVP m i g h t  

l e a d  t o  i n c r e a s e d  a b s o r p t i o n  of  a c e t a m i n o p h e n  f rom 

p o l y e t h y l e n e  g l y c o l  s u p p o s i t o r y  bases. 

Notes 

1. The P o l y p l a s d o n e  XLR w a s  d o n a t e d  by t h e  GAF 
C o r p o r a t i o n ,  140  West 5 1 s t  S t r e e t ,  N e w  York, N.Y.  
10020 

2 .  The 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  s 
now a v a i l a b l e  from Hanson R e s e a r c h  Corp. 19727 
Bahama S t r e e t ,  N o r t h r i d g e ,  CA 91324; p a r t  number 
65-700-048 
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