
CHAPTER V

CONCLUSION

1 . In  v i t r o  s t u d i e s , a l l  f i v e  com m ercial b ran d s  
o f  400 mg c im e t id in e  t a b l e t s  met th e  U n ited  s t a t e  Pharma
c o p o e ia  XXI 3 rd  S upp lem en t, B r i t i s h  P harm acopoeia  1973 
and 1980 s p e c i f i c a t i o n s  f o r  p e rc e n t  la b e le d  am ount, 
w e ig h t v a r i a t i o n  and d i s i n t e g r a t i o n , r e s p e c t i v e l y .

2 .  D is s o lu t io n  p r o f i l e s  were d e te rm in e d  f o r  each  
p ro d u c t  in  c a rb o n d io x id e - f r e e  d e io n iz e d  w a te r .  S tu d ie s  
w ere p e rfo rm ed  u s in g  th e  u . s . p .  D is s o lu t io n  A p p ara tu s
Type I  m a in ta in e d  a t  100 rpm and a te m p e ra tu re  o f  37 ± 0 .5  c . 
M ajor d i f f e r e n c e s  w ere o b se rv ed  f o r  th e  r a t e s  and e x te n t  
o f  d i s s o l u t i o n  among b ra n d s .  Brands A, B and c met th e  
U n ited  s t a t e  P harm acopoeia XXI 3rd  Supplem ent s p e c i f i c a t i o n s  
f o r  d ru g  d i s s o l u t i o n  w h ile  b ran d s  D and E f a i l e d  to  m eet 
th e  s p e c i f i c a t i o n s .  T here were no s i g n i f i c a n t  d i f f e r e n c e s  
in  d i s s o l u t i o n  r a t e  c o n s ta n t s  among b ra n d s  A, B and c .
A lso , th e  mean d i s s o l u t i o n  r a t e  c o n s ta n ts  o f  th e s e  3 
b ra n d s  w ere s i g n i f i c a n t  g r e a t e r  th a n  th o s e  o f  b ra n d s  D 
and E ( p <c 0 .0 5  )•

3 . T here was no s i g n i f i c a n t l y  c o r r e l a t i v e  betw een  
th e  d i s i n t e g r a t i o n  and th e  c o rre sp o n d in g  d i s s o l u t i o n  f o r  
th e s e  f i v e  b ra n d s  ( P  y  0 .0 5  )•
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4 .  D i f f e r e n t  b ra n d s  o f  c im e t id in e  t a b l e t s  gave 
p resu m ab ly  d i f f e r e n t  d i s i n t e g r a t i o n  t im e s  and d i s s o l u t i o n  
r a t e s  due to  d i f f e r e n t  t a b l e t  fo rm u la t io n s  a n d /o r  manu
f a c tu r e d  p r o c e s s e s .

5 . S in ce  th e  d i s s o l u t i o n  r a t e  may be an im p o rta n t  
f a c t o r  a f f e c t i n g  th e  b i o a v a i l a b i l i t y ,  b ran d  B w hich had 
a b o u t th e  same in  d i s s o l u t i o n  r a t e  c o n s ta n t  a s  b ran d  A 
and a l s o  was th e  l e a s t  r e t a i l  p r i c e  p r o d u c t ,  was ch osen
to  com pare th e  b i o a v a i l a b i l i t y  w ith  b ran d  A. The b io 
a v a i l a b i l i t y  was s tu d ie d  i n  9 norm al s u b j e c t s .  B oth s in g le  
do se  o f  200 mg c im e t id in e  i n j e c t i o n  and 400 mg c im e t id in e  
t a b l e t s  w ere g iv e n  to  th e  s u b je c t s  fo l lo w in g  a c r o s s o v e r  
e x p e r im e n t. P lasm a c im e t id in e  l e v e l s  w ere d e te rm in e d  by 
a h ig h  p r e s s u r e  l i q u i d  c h ro m a to g ra p h ic  m ethod. 6 7

6 . F o llo w in g  in t ra v e n o u s  a d m in i s t r a t i o n ,  th e  
p lasm a c o n c e n t r a t io n  p r o f i l e  fo l lo w s  m u ltic o m p a rtm e n ta l 
c h a r a c t e r i s t i c s .  I n d iv id u a l  p lasm a p r o f i l e  was a n a ly z e d  
a c c o rd in g  to  s t a t i s t i c a l  moment th e o r y .  The r e s u l t  showed 
t h a t  th e  mean r e s id e n c e  tim e  was 1 .8 8  i  0 .1 3  h o u rs  and 
th e  e f f e c t i v e  h a l f  l i f e  was 1 . 3 1  ± 0 . 0 9  h o u r s .  The tim e  
f o r  w hich th e  c im e t id in e  c o n c e n t r a t io n  rem ained  above 
0 .5 y ig /m l  was a t  l e a s t  4 h o u rs  in  m ost s u b j e c t s .

7 . F o llo w in g  o r a l  a d m in i s t r a t i o n  o f c im e t id in e ,  
two p lasm a c o n c e n t r a t io n  p eak s w ere f r e q u e n t ly  o b se rv e d . 
T h is  i s  p ro b a b ly  due to  d is c o n t in u o u s  a b s o r p t io n  in  th e  
i n t e s t i n e .  The a b s o lu te  b i o a v a i l a b i l i t y  o f  c im e t id in e
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t a b l e t s  i n  T h ai h e a l th y  v o lu n te e r s  were 7 6 . 1 3  ± 3 . 5 4  % 

f o r  Brand A and 7 1 * 1 5  t  4-.62 % f o r  Brand B, r e s p e c t i v e l y .
T h is  in c o m p le te  a b s o r p t io n  may be due to  f i r s t  p a s s  e f f e c t  
a n d /o r  s t a b i l i t y  o f  c im e t id in e  in  g a s t r o i n t e s t i n a l  t r a c t .
The r e l a t i v e  b i o a v a i l a b i l i t y  o f  c im e tid in e  B rand B w ith  
r e s p e c t  t o  Brand A was 9 4 . 2 3  % •  The mean a b s o rp t io n  
tim e  ra n g ed  from  1 . 4 5  + 0 .2 2  to  1 . 7 5  1 0 .2 0  h o u rs  and 
c o r re s p o n d in g  f i r s t  o r d e r  a b s o rp t io n  r a t e  c o n s ta n t  ran g ed  
from  0 .6 7  t  0*11 to  0 . 9 0  + 0 .1 8  h o u r“ \  The mean re s id e n c e  
tim e  a f t e r  o r a l  a d m in i s t r a t io n  was g r e a t e r  th a n  t h a t  a f t e r  
in t ra v e n o u s  a d m in i s t r a t io n  and ran g ed  from  3 . 5 4  i  0 .2 2  to  
3 . 6 3  i  0 .1 6  h o u r s .  The tim e  f o r  w hich th e  p lasm a concen
t r a t i o n  rem ain ed  above 0 .5 ^ g / m l  was ab o u t 6 h o u rs .

8 . T here w ere no s t a t i s t i c a l l y  s i g n i f i c a n t  
d i f f e r e n c e  be tw een  B rands B and A w ith  r e s p e c t  to  th e  
v a lu e s  o f  a r e a  นทd e r  th e  c o n c e n tr a t io n - t im e  cu rv e  1 th e  
f i r s t  o r d e r  a b s o r p t io n  r a t e  c o n s ta n t ,  th e  mean re s id e n c e  
tim e  and th e  tim e  f o r  w hich th e  p lasm a c o n c e n t r a t io n  
rem ain ed  above 0 . 5  ju g /m l. These p a ra m e te rs  a r e  in  good 
ag reem en t w ith  th o se  p r e v io u s ly  p u b lish e d  d a ta .

9 . B rands B and A w ere b io e q u iv a le n t .  T h e re fo re  
one can  s e l e c t  th e  econ om ica l p ro d u c t to  p ro v id e  e q u iv a le n t ly  
t h e r a p e u t i c  e f f e c t s .
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