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The pharmacokinetics and metabolism of BDCRB and TCRB, two bcnzimidazole 
ribonucleosides with potent and selective activity against human cytomegalovirus, were 
studied in CD® rats and Cynomolgus monkeys given single 10 mg/kg doses by bolus 
intravenous (i.v.) injection or by gastric intubation. After i.v. dosing of rats. both nucleosides 
were rapidly cleared from plasma, with average elimination-phase half-lives (tit2) of 0.6 hr 
and total body clearances (tbc) of 2.6 and 2.8 L/hr/kg. After oral administration, peak plasma 
concentrations (Cmax) of both BDCRB and TCRB showed wide individual variations, but 
averaged 3.3 and 3.6 ~tM, respectively. Mean oral bioavailabilities were 53% and 60%, 
respectively. In monkeys, u/2's were 0.7 and 0.5 hr and tbc's were 3.1 and 4.1 L/hr/kg for 
BDCRB and TCRB, respectively. After oral dosing, Cmax's ranged from 0.4-1.0 ~tM for 
BDCRB and 0.3-0.5 ~tM for TCRB. Oral bioavailabilities of the two dbosides were lower in 
monkeys, averaging 16% and 14%, respectively. Extensive metabolism of both BDCRB and 
TCRB to their aglycones (2-bromo-5,6-dichlorobenzimidazole and 2,5,6-trichloro- 
benzimidazole) were observed. In rats given i.v. doses, the areas under the plasma 
concentration vs. time curves (AUC) for the aglycones of BDCRB averaged 47% and 107% 
of the corresponding estimates for the parent dbosides. In monkeys, the mean AUCs for the 
aglyconcs were 7- and 12-fold higher than the AUC°s for the respective parent compounds. 
In both species, aglycone formation was even greater after oral administration. The urinary 
recoveries of BDCRB and TCRB and their corresponding aglycones in both species after 
either dose route were less than 5% of the administered dose, suggesting that metabolism is 
the primary route of elimination for both parent compounds as well as their aglycones. 
Attempts to identify additional metabolites are in progress. 
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New mlcromethod for titration of DNA viruses is based on the 
incorporation of labelled thymldine into DNA of viruses encoding 
proper thymidine kinase (HSV-I and vacclnia viruses) in cells 
deficient in TK (L and Rat2 ceils). In one-step growth experi- 
ments we found a linear correlation between the incorporation of 
%hymidlne into vlrus-infected cells and the multiplicity of in- 
fectlon (MOI). The range of llnearity varied between 2-3 logs. 
This dependence was supported by two independent methods : virus 
titration and DNA-DNA hybridization which afforded the same ll- 
near dependence on MOI. Very advantageous utilization of this 
micromethod is a determination of virus titer at dose-response 
experiments in one-step growth arrangement. We tested the method 
on 8 substances with different mode of action and inhibiting the 
multiplication of HSV-I virus in L(TK-) cells and on 7 other sub- 
stances blocking vaccin!a virus multiplication in Rat2(TK-)cells 
We determined the values of ICmo by the method of radioactive 
thymldine incorporation and by classical virus titration. The ra- 
tlos of ICso received by micromethod and by titration ranged 
between 0.87-2.85 for HSV-I and between 0.6].-1_12 for vacclnla 
virus, respectively. Both methods give very close or identical 
results, comparable with literature data. However, it is necesa- 
ry to underline, that the micromethod enables a simple enumera- 
tion of virus tlter from calibration curve for various concentra- 
5ions of tested substance. 
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