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ABSTRACT 

D i spo s i t i o n  k i net ics o f  i m i d ocarb , an an t i pr o t ozoan d r u g, 

wa s s t ud ied i n  no rmal and f eb r i le d o g s  and goa t s .  Fever was 

i nd uced u s i n g  � col i end o toxin, Trypano s oma evan s i  and Inf ec t i o u s  

Bovine Rh i no t r ache i t is (IBR) v i r u s . The object i ve s  o f  t he s t udy 

were t o  compare t he d i spo s i t i o n  k i ne t ics o f  i m i docarb in ruminant  

and monoga s t r ic s pecies,  and t he i nfluence of  fever of  dif feren t 

e t i ology on t he d i s po s i t i on k i net ics o f  th i s  d r u g . The co ncen t ra-

t i on o f  i m i d o carb in b o d y  flu i d s  and t i s s ues were mea s u red by 

spect roph o t ome t r y . 

The d i spo s i t i o n  k i ne t i c s  o f  i m i d oca r b  i n  no rmal and feb r i le 

d o g s  and goa t s  can b e  adequ a t ely descr ibe� by a t wo-compa r tmen t  

open model. The appar ent volume o f  t he cen t ral compar t men t ,  V , 
c 

was s i gn i f ican t ly lower (P<O.Ol) b u t  t he volume o f  dis t r ib u t i on, 

V wa s s i g n if i ca n t ly h i gher (P<O.05) i n  normal goa t s  t han 
d(area ) 

in dogs . H i gher volume o f  d i s t r ib u t i o n  and t he r a t i o  o f  i m i docarb 

level in per i pheral- t o-cen t r al compartment in  goa t s  ( 6 :1 ) 

prolonged elim i na t i o n  o f  t he d rug, resul t i n g  i n  co n s i derably 

higher levels o f  the drug still presen t  i n  t he tissues 14 days 

a f ter a s i ngle s ubcu t aneo u s  or i ntramuscula r d o se . Thu s  t he 

w i thd rawal t i me o f  imidoca rb was es t ima t ed t o  be 5-6 weeks i n  t h i s 

f oo d-pro d uc i ng s pec i es . D i f ferences i n  t he k i ne t i c  d i s po s i t i o n  

o f  i m i d oca rb i n  d o g s  and g o a t s  may be lar gely a t t r i b uted t o  t he 

ana t omical and phy s i ologi cal d i f ferenc�s in  t he ga s t ro i n tes t i nal 

t ract b e t ween the t wo s pec i es. 

The res ult s of  the presen t  s t udy i nd i ca t e  tha t fever of  

d i ffe ren t e t i olo g i e s  affect ed t he d i spos i t i on k i ne t ics of imidocarb 
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differently . Plasma c oncentrations o f  imidoc arb were higher than 

norma l during endotoxin-induced fever but lower during Trypanosoma-

induced fever. Although c oncentrations o f  imid o c arb in the p l asma 

o f  go ats were not a f fected by the IB R viral-induced fever, t he 

apparent volume o f  distribution, V
d ( )' and the steady-state 

area 

volume of distribution, V
d ( ss)' were significantly l owered as In 

the endotoxin-induced fever. Simil ar ly, the above kinetic 

parameters as wel l  as �o lume o f  centra l c ompartment, V , and the 
c 

body c learances C1B were signific antly higher ( P<O . Ol ) in d o gs and 

go ats during Trypanosoma-induced fever than in the norma l animals 

a lthough the p lasma c oncentrations were substantia l ly reduced 

during the f ebrile reaction. The micro c onstants were also a f fected 

dif ferentl y  by fever o f  dif ferent etiolo gy. Nevertheless, ha l f-

life o f  imido c arb remained unaf fected during the three febrile 

c onditions. 

Theref ore, it cou l d  be hypothesized that fever o f  dif f erent 

etiology a f fected the disposition kinetic s  o f  imido carb dif ferently 

and the inf luence of f ever on pharmacokinetics should be c onsidered 

beyond the p l asma c oncentrations and h a l f -life o f  the drug itse l f. 

Furthermore, the pathophysiology of the disease and not just the 

febrile state should be considered when eva luating the inf luence 

of disease c onditions on the disposition kinetics o f  a drug . 
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f eb r i l e  goats . D a t a  u s e d  f o r  con s tr u c ti o n  o f  

graphs r e p r e s ents the mean ± SD con ce n tra ti on ­

ti me d a ta i n  norm a l  ( n = 8 )  and f eb r il e  goa ts 

( n =6 ) .  

C umu la ti v e  u r ln a r y  ex c r e ti o n  (me a n  + SD)  o f  

u n ch anged  i m i d o ca r b i n  the no rm a l  ( n =7 )  and 

feb r i l e  ( endotoxin -indu ced fev e r )  do gs ( n= 6 ) 

f ollowin g intravenous injection of a s i ngle 

d o s e  ( 4  mg /kg) o f  12% imi doc a rb d i p r o pi o n a te 

s o l ution . 

Cumu la tive urlnary excr e ti on (me a n  + SD ) o f  

u n c h a nged  i mid oca rb i n  the n o rma l (n= 8 )  a nd 

f e b r i l e  ( Endo to x i n - i ndu c ed f e ve r )  goa ts ( n =6 )  

x x  111 

Pa ge 

1 0 5  

10 6 

1 13 

1 1 4  


