
CHAPTER I

INTRODUCTION

A cco rd in g  to  many problem s a s s o c ia te d  w ith  the use o f  

c o r t ic o s te r o id s  in  the  tre a tm e n t o f rheum ato id  a r t h r i t i s ,  s e v e ra l 

groups o f n o n s te ro id a l a n t i- in f la m m a to ry  drug (NSAIDs) a re  now the 

f i r s t  cho ice  o f  drug the rapy in  rheum ato id  a r t h r i t i c  p a t ie n ts .

R e c e n tly , a new chem ica l compound o f NSAIDs groups has been in te n s iv e ly  

searched f o r  p ro v id in g  some advantages o ve r those c u r r e n t ly  a v a i la b le .  

Naproxen is  one o f th o se . I t  is  a p ro p io n ic  a c id  d e r iv a t iv e s  w ith  

a n t i in f la m m a to ry ,  a n a lg e s ic , and a n t ip y r e t ic  a c tio n s  w h ich  is  w id e ly  

used i n  rh e um a tic  d iseases and m ild  to  moderate p a in  in c lu d in g  

dysm enorrhea (1 , 2 ) .

Naproxen was f i r s t  syn th e s ize d  by H a rr is o n  e t  a l .  (3) i n  1970 

and became a v a i la b le  i n  the U n ited  S ta te s  f o r  the  tre a tm e n t o f rheum ato id  

a r t h r i t i s  i n  1976 ( 4 ) .  I t  was in tro d u c e d  to  be the  f i r s t  cho ice  as an 

a l t e r n a t iv e  to  a s p i r in  because i t  produced a good response and caused 

few e r s id e  e f fe c ts  as w e l l  as in c o m p a t ib i l i t y  problem s in  the tre a tm e n t 

o f  in fla m m a to ry  d isease  (5 ) .  M oreover, the dosage o f  naproxen is  more 

co n ve n ie n t than  those in  the same groups because o f i t s  long h a l f - l i f e .  

These advantages o f naproxen are c o n tin u o u s ly  accepted by p a t ie n ts .

In  T h a ila n d , naproxen is  one o f the drugs i n  the N a tio n a l 

E s s e n t ia l Drug L i s t  o f  T h a ilan d  (6) w h ich  must be used by g e n e r ic  name 

in  a l l  governm ent h o s p ita ls .
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A lth o u g h  th e re  were a t  le a s t  n ine  d i f f e r e n t  brands o f  250 mg. 

naproxen ta b le ts  c o m m e rc ia lly  a v a i la b le  in  T h a ila n d , th e re  appeared to  

be no b io a v a i la b i l i t y  d a ta  o f these p ro du c ts  in  o rd e r to c o n firm  

w he the r the lo c a l  m anu fac tu red  brands were b io e q u iv a le n t  to  th a t  o f  the 

o r ig in a l  b ra nd . A d d i t io n a l ly ,  i t  is  documented th a t  the m a n u fa c tu rin g  

p rocesses and f i n a l  fo rm u la t io n s  co u ld  m arkedly a f f e c t  the  b io a v a i la b i l i t y  

o f  the drug p ro d u c ts  ( 7 ) .  These o b s e rv a tio n s  made i t  o f  in t e r e s t  to  

assess the b io a v a i l a b i l i t y  o f the  lo c a l p ro du c ts  r e la t i v e ly  to  t h e i r  

o r ig in a l  p ro d u c t fo l lo w in g  o r a l a d m in is tr a t io n  in  Thai h e a lth y  

v o lu n te e r s .

T h e re fo re , the  pu rpo se s  o f  th is  s tudy  were ะ

1. To compare the  b io a v a i la b i l i t y  o f  the  lo c a l m anufac tu red  

brands o f naproxen ta b le ts  to  th a t  o f the o r ig in a l  b rand .

2 . To compare the  ha rdness , the d is in te g r a t io n  t im e , and the  

d is s o lu t io n  ra te  o f  naproxen ta b le ts  co m m e rc ia lly  a v a i la b le  i n  T h a ila n d .

3. To d e te rm ine  the  p ha rm a co k in e tics  o f  naproxen ta b le t  a f t e r  

s in g le  o r a l a d m in is t r a t io n  i n  T ha i h e a lth y  v o lu n te e rs .

'4. To c o r r e la te  the  d is in te g r a t io n  tim e a nd /o r the  d is s o lu t io n  

ra te  w ith  the in  v iv o  param ete rs  .

S ig n if ic a n c e s  o f  the s tu d y .

1. T h is  s tu d y  w i l l  p ro v id e  the m e a n in g fu l in fo rm a tio n s  about 

the b io a v a i la b i l i t y  o f  naproxen ta b le ts  m anufactured  i n  T h a ila n d  w h ich  

w i l l  enab le  Co s e le c t  th e  e f f e c t iv e  and econom ica l p ro d u c ts  to  p ro v id e  

the same th e ra p e u t ic  e f f ic a c y .
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2. The p h a rm a co k in e tic  param eters o f  naproxen o b ta in e d  from  

T ha i v o lu n te e rs  w i l l  be compared w ith  p re v io u s ly  re p o r te d  s tu d ie d  in  

o th e r  c o u n tr ie s .  I f  any d if fe re n c e s  were d e te c te d , a re a d ju s tm e n t to  

an a p p ro p r ia te  dosage regim en o f naproxen fo r  Tha i peop le  c o u ld  be 

recommended

3. Th is  s tud y  w i l l  p ro v id e  an in fo rm a t io n  about the c o r r e la t io n  

between the in  v i t r o  pa ram ete rs , the  d is in te g r a t io n  tim e a n d /o r the  

d is s o lu t io n  ra te ,  o f  naproxen ta b le t  and those from  b io a v a i la b i l i t y  

re p o r ts .  I f  r e la t io n s h ip s  between the  in  v i t r o  te s ts  and the  in  v iv o  

b io a v a i la b i l i t y  da ta  were observed, r e s u lts  o b ta in e d  from  the in  v i t r o  

s tu d ie s  may be used to  p r e d ic t  the i n  v iv o  b io a v a i la b i l i t y  o f  ta b le ts .
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