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Toxic i ty  Eva lua t ion  of 1 -8 -D-Ribofuranosy l - l ,2 ,4 -Tr ' i azo le -3 -Carboxamid ine  Hydrochlo~ide 
(AVS 206) in ~he~us Monkeys: Comparison with R ibav i r in .  D.Y. P i f a t ,  R.W. Sidwel] ~, 
P.G. Canonico , United S ta tes  Army Medical Research I n s t i t u t e  of I n f e c t i o u s  Diseases ,  
Fort  Derr ick ,  Freder ick ,  Maryland, U.S.A., and ~Utah S ta te  U n i v e r s i t y ,  Logan, Utah, U.S.A. 

l - B - D - r i b o f u r a n o s y l - l , 2 , 4 - t r J a z o l e - 3 - c a r b o x a m i d i n e  hydrochlor ide  (AVS 206), a compound 
with known antiviral activity, was compared to ribavirin for its potential toxicity in 
non-human primates. Groups of rhesus monkeys were given 2 different regimens of either 
ribavirin or AVS 206. Hematologic parameters, serum chemistries, and body weights were 
monitored 3 times per week for 38 days. Animals receiving the highest drug dosage of 
either ribavirin or AVS 206 were ~reated with 60 mg/Kg on day 0, followed by 30 mg/Kg/day 
for I0 days. At this dose, animals receiving ribavirin exhibited significant decreases in 
red blood cell parameters (HCT, HGB, RBC). These animals also experienced significant 
increases in the number of platelets during the drug treatment and significant increases 
in retieulocyte counts immediately after termination of drug treatment. In contrast, the 
monkeys receiving similar doses of AVS 206 exhibited no significant changes in either" red 
blood cell parameters, platelet or reticulocyte counts. Similar observations were made 
when animals received lower doses of the drugs, although the toxic effects of ribavirln 
were somewhat less severe. Although ribavirin and AVS 206 have similar antiviral 
properties, at the doses studied, AVS 206 appears to nave none of the toxic effects 
associated with ribavirin, nor does it appear to cause any other observable side-effects 
in non-human pr imates .  
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£n=J1.-~ ~l~r~'i'iC /KITI~ OF A ~ PREP/~RATI(~N (CK-432) IN L~I~3 - 
N ~ Z ~  }~. S. Ik~a, K. ~i, C. Nishigl/ra, and A. Yamamoto*. Schcx~l of 
Pb~ll~act~tic~ Sc~s, Kitasat~) Uni%~_rsity, ~kyo, and *C~nugai P~annaceutical Co. 
Ltd., TOk~, Japan. 

Proble~ns of nukcrobial irff~tlx)ns ar~ cancers in in~c~nprc~aized patients have 
been very i~r~t, es~l~cially in patients with either congenital and acquired immu- 
nc~leficie/~cy s y r ~  and in patients after transplantation. We ~ve st~ied OK-432, 
a biological res~nse n~mdifler (B~) origir~ted fr~ streptocx?ccal preI~ration, to 
kn(xv the question ~l~ether it has a protective activity against herpes sinlolex virus 
(IL~V). /~istrati~ of CK-432 to cyclop~l~de (CY)-treated ndce prevented effe- 
ctively ~ infectian and inhibited viral grc~ in the I~aritoneal cavity in a dose- 
reslx)nse nk~nner, he nu~s of pe_rito~al cells once decreased by CY-treatment had 
increased siqnificantly by a~istration of OK-432 through intraI~-~ritoneal route. 
~crc~mhage and NK cell functions of £"f-treated ndce were also enhanced by adnLinistr- 
ation of (~<-432. %~lese re~ults suggest that OK-432 has a host-n~iat~ antiviral acti- 
vity ec~t PI~ by r~ati~ of i ~ R ~ l ~ t  cells in cx~nlarctnized ~K~Sts. 
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