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B t a ~  I ~ l i v m ' y  of  P, a t l w l t a l  ~ t J  bY It. Bo llre~mt.et, 1~ Lltt.l~# V. 
Vmai~ttagtuMm mtl  N. lltxlor, Center for  Drug l~8 t t~  and t ~ l v m ' y ,  0 ~ t ~ s i t - y  of  
Florida, Galnesvlllew FL 32610 and ~ t e c w  Inc., Alacb~, FL 32615. 

Srain-target~ and enhanced deli~3, of the 8nti-becpetic agents 
=Ifluorothlm~Ine (~TT) and aciecJ~t~ (ACV) and the mti-~tr~i~.al agent 
--tck~Imidtne { ~ )  m aoooaptie~ b~ ruing a d ~ o t : ~ l m  2 ~ i ~  salt t ~  
chemical delivery 81~tem (CDS). ~ f i r s t  (~8 rode in ,-~'h came ms the 1-m~byl-l,4-- 
dihydronlootlnate covalent. ly attached to the 5' I x ~ i t i ~  of  ~ (R3T-C~8), the 3' 
poeltlon of TFT (TTPq]:B) and the ~ 1  functlml of ~V (N~-C~S). In all tlEee 
Instanou, sys~ ad~trLtstratlon of the C~8'a led to In.eased bcain levels of  the 
a n t i v i r a l  agents  compared with administ~at ion of  the parent  drug. At I bout p o s t -  
treatment for example, no AZT was detected afte~ AZT ad~btlst~atlon in the tat C~ 
~Lle levels of 500 ng/g were detected afte~ an e~d~=lar does of the ~ (64 
~)I/kg). Si~L1arly, no ACV could be detected in Eat treated with the par~mt ocmt~und 
but le~Is of ai~rozlmtely 150 ng/g ~re found after ACV-C~ t~eatnmt. In addition 
these levels were sustained thr~xjh at least 2 days while p e r i I / ~ r a l  t t s s ~  levels 
dr-~'~'D~ to  m~etectable concent ra t ions  by 4 hours.  In  the case of  the T~(~6, not 
only ~ce detectable levels of ~T generated in the (~S but the ~ ~am also found 
to s i g n i f i c a n t l y  redkx~ v i r a l  titres in the bcain of r a t s  inoculated with berpem 
simplex v i n l  1 (BBV-1). ~3mm data suggest t ha t  the C ~  i s  a c e l a t i v e l y  9mlecal 
mthod  fo r  bcain-~e11~ of antiviral drugs. 
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