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To study the mode of action of sorivudine in addition to 
the previous findings, we examined uptake of [3H]sorivudine 
by HSV-1 -infected cells and whether [‘Hjsorivudine taken-up 
by the ceils is incorporated into DNA strand or not. 
[3H]Sorivudine was selectively taken-up by the infected cells, 
and sorivudine uptake increased with incubation time by 8 h 
after infection. Incorporation of [“Hjsorivudine, like that of 
[3H]acyclovir used as control, into the acid-insoluble fraction 
increased with incubation time from 4 h to 8 h, and was about 
10% of total uptake at each time point. When [3H]sorivudine 
was exposed to the cells immediately after infection, 
incorporation of [3H]sorivudine into the acid-insoluble fraction 
increased in portion to duration of [3H]sorivudine-exposure up 
to 12 h. By denaturation and digestion with nuclease PI, 
99% of radioactivity of the DNA, extracted from HSV-I- 
infected and [3H]sorivudine-treated cells, was converted to 
low-molecular-weight DNA. HSV-l-infected cells were pulse- 
labeled with [‘Hlsorivudine. and DNA obtained from the cells 
were analyzed by alkaline sucrose gradient centrifugation. 
The sedimentation profile of labeled DNA was not changed 
after chasing in isotope-free medium, indicating that the DNA 
was not chased into high-molecular-weight DNA. They reveal 
that [3H]sorivudine is actively incorporated at the same period 
of DNA synthesis in virus replication process, and that 
[‘Hlsorivudine taken-up by the infected cells is incorporated 
into the viral DNA strand and inhibits elongation of the DNA 
strand. 
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Herpetic keratitis is one of the most 

difficult ocular infections to treat. 
Acyclovir(ACV) ophthalmic ointment is the 
drug of choice for the treatment. However, 
the ointment gives an unpleasant feeling 
and some cases are resistant to ACV. A 
new compound, carbocyclic oxetanocin G (C. 
OXT-G) , has potent anti-HSV activity and 
good water-solubility. The clinical 
evaluation of C.OXT-G eye drops in the 
treatment of ulcerative herpetic keratitis 
was done. Forty eyes of 30 patients with 
typical dendritic or geographic cornea1 
ulcers were treated with 0.1% C.OXT-G eye 
drops, applied 5 times a day. The eyes 
were examined at least twice a week until 
the ulcers healed. The ulcers in 39 eyes 
healed within 2 weeks. The average heal- 
ing time of ulcers was 4.9*2.2 days. A 
geographic ulcer of one eye did not 
respond to C.OXT-G and was verified due to 
HSV-2 infection, No adverse reactions were 
seen during the observation period in this 
trial. Therefore, C.OXT-G eye drops are 
excellent and safe in the treatment of 
herpetic keratitis in humans. 
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The animal model of necrotic hepatitis caused by 
HSV-I infection in juvenile mice was used to compare 
the efficacy of the oral antiherpes agerm Famciclovir 
(FCV), valaciclovir (VACV) and brivudin (BVOU). It 
allows the measurement of viral replication in the liver by 
macroscopic lesions and the evaluation of mortality From 
encephalitis. Mice intravenously inoculated with a highly 
virulent clinical HSV-1 isolate were orally treated by 
gavage over a period of 3 days starting on day 2 post 
infection. The reference drug acyclovir (ACV) was 
administered subcutaneously. Necrotic hepatitis was 
signifTcantiy (p<O.OI ) reduced by treatment with FCV, 
VACV and ACV, respectively, at a dose of 50 mg/kg 
per day divided into 3 doses. No significant effect was 
achieved with BVDU at 200 mg/kg per day. Treatment 
with FCV at 50 mg/kg per day, ACV at 100 mg/kg per 
day, and VACV at 200 mg/kg per day signhicantly 
(p<O.OOl ) decreased mortality in mice. BVDU 
treatment at 200 mg/kg per day did not reduce 
mortality but prolonged significantly (~~0.05) the 
survival time. 
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