
C H A PT E R  I

IN T R O D U C T IO N

R o x ith ro m yc in  is a de riva tive  o f  the m acro lide  antibacte ria l e ry th ro m yc in  w ith  

in  v itro  an tibacte ria l a c tiv ity  resem bling that o f  the parent com pound. The 

pharm acokine tic  p ro file  o f  ro x ith ro m yc in  is characterised by h igh  plasm a, tissue and 

body f lu id  concentrations and a long h a lf- life  pe rm itting  an extended dosage in te rva l 

(M arkham  and Faulds, 1994).

M ean peak p lasm a ro x ith ro m yc in  concentrations (C max) rang ing  between 6.6 

and 7.9 m g /L  are achieved w ith in  tw o  hours after adm in is tra tion  o f  a s ing le  ora l 150 

m g dose. In  a d irec t com parison, Cmax was 3.3 fo ld  greater than tha t produced by a 

sing le  250 m g dose o f  e ry th rom ycin . The area under the plasm a concen tra tion  versus 

tim e  curve (A U C ) produced by ro x ith ro m yc in  150 m g was 16.2 fo ld  greater than that 

produced by e ry th rom yc in  (Kees et al., 1988). M u lt ip le  doses produced s im ila r 

d ifferences. The mean e lim in a tio n  h a lf- life  o f  ro x ith ro m yc in  150 o r 300 m g was 8.4 

to 15.5 hours in  vo lunteers (T rem blay, Jaeger et ah, 1988), cons iderab ly  longer than 

that recorded fo r e ry th rom yc in  (1.5 to 3 hours) (N ilsen , 1987).

R o x ith ro m yc in  has proven c lin ica l e fficacy  in  upper and lo w e r resp ira to ry  

in fec tions , sk in  and soft tissue in fections, urogen ita l in fec tions  and orodenta l 

in fec tions , and appears to  be as e ffec tive  as m ore established treatm ents in c lu d in g  

e ry th rom yc in , a m o xyc illin /c la vu la n ic  acid and ce fac lo r (Y o u n g , Gonzales, and 

Sork in , 1989). R o x ith ro m yc in  is very w e ll to lerated w ith  an o ve ra ll inc idence o f  

adverse events o f  approx im ate ly  4%  (B lanc et al., 1987) and has less po ten tia l than 

e ry th rom yc in  to  produce c lin ic a lly  s ign ifican t drug in te ractions (D e la fo rge , Sartori, 

and M ansuy, 1988). Thus, ro x ith ro m yc in  is an a ttractive therapeutic  a lte rna tive  in  its 

established ind ica tions , especia lly w hen the op tion  o f  once-da ily  ad m in is tra tio n  is 

considered.
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R o x ith ro m yc in  tablets are ava ilab le  in  Thailand th rough a va rie ty  o f  brand 

names fro m  d iffe re n t m anufacturers. A t  least three brands o f  ro x ith ro m yc in  tablets 

are cu rren tly  marketed, in c lu d in g  the innova to r’ s product (R u lid® ) w ith  2-3 tim es 

h igher re ta il price than the lo c a lly  made products. In  Tha iland w here ro x ith ro m yc in  

is also w id e ly  prescribed, the d ifferences in  race and b io lo g ica l behavio r m ay 

contribu te  to  the b io a v a ila b il ity  d iffe rence  o f  the drug, the d iffe rences in  

b io a va ila b ility  a lways ex is t am ong the pharm aceutica lly equ iva lent products as w e ll 

as com pliance w ith  o f f ic ia l d rug  standards does not necessarily  guarantee 

b ioequivalence. Therefore, the b ioequ iva lence o f  these ro x ith ro m yc in  tablets should 

be evaluated.

Therefore, th is  study was conducted to compare the b io a v a ila b ility  o f  d iffe re n t 

brands o f  ro x ith ro m yc in  tablets com m erc ia lly  available in  Tha iland  in  order to 

fac ilita te  drug products selection, in  term s o f  the d rug ’ s e fficacy and econom ic aspect 

and to investiga te  the pharm acokinetics o f  ro x ith ro m yc in  fo llo w in g  an oral 

adm in is tra tion  in  healthy Tha i m ale volunteers.

O b jec tives

1. To compare the b io a v a ila b ility  o f  ro x ith ro m yc in  tablets com m erc ia lly  

availab le  in  Tha iland

2. T o  investigate the pharm acokinetics o f  a single dose o f  ro x ith ro m y c in  

tablets in  healthy Tha i male volunteers.

3. To determ ine the in  v itro  qu a lity  o f  ro x ith ro m yc in  tablets m arketed in  

Tha iland

Significance o f  the study

1. T h is  study w i l l  p rov ide  b io a va ila b ility  data o f  ro x ith ro m y c in  tablets 

com m erc ia lly  ava ilab le  in  T ha iland  com pared to  the innova to r’ s p roduct as a
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reference for bioavailability comparisons which would be useful information for any 
health care institutions in the selection o f  the most economical products with the same 
bioavailability as the innovator’ร product.

2. This study w ill provide the pharmacokinetics o f  roxithromycin follow ing an 
oral administration in healthy Thai male volunteers which would be useful in clinical 
application including appropriate d osage regim ens for the m ost e ffectiv e  
administration.
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