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Recently, a series of 5substituted I-(Z-deoxy-2&toroarabinofuranosyl)pyrim- 

idines have been found to be antiviral agents l. Three of the more potent members of 
the series are 1-(2-deoxy-2-fluoro-8_D-arabinofuranosyl)-5-iodocytosine (FIAC, 1 in 
Table I), 1-(2-deoxy-2-fluoro-8_D-arabinofuranosyl)-5-iodouracil (FIAU, 4) and l- 
(2-deoxy-2-fluoro-B-D-arabinofuranosyl)-5-methyluracil (FMAU, 5). These sub- 
stances inhibit the replication of HSV-1 in vitro while having relatively little toxicity 
to host cells. Both FIAC and FMAU have high activity z%z vivo, with FMAU being 
the more potent against HSV-1. 

TABLE I 

STRUCTURE OF THE 2-FLUORO-2-DEOXYARABINOFURANOSYLPYRIMIDINE NU- 
CLEOSIDES 

NH2 0 
X 

HO 

R = I-(2-deoxy-2-tluoro+%n-arabinosyl). 

Compound X Compound Y 

1 R&iodocytosine (FIAC) I 4 R-5-iodouracil (FIAU) 
2 R-EMethylcytosine (FMAC) CH, 5 R-S-Methyluracil (FMAU) 

I 
CH, 

3 R-Cytosine (FAC) H 6 R-Uracil (FAU) H 

FIAC is converted in vivu into FIAU by deamination. It is conceivable that 
FIAC could form FMAU by deamination, deiodination, and methylation. The last 
two metabolic steps have been demonstrated in the conversion of 5-iodo-2’- 
deoxyuridylate into thymidylate2. Since any viral activity attributed to FIAC in vivo 
could be at least in part due to its biotransformation into FIAU or FMAU or both, 
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absorbance peaks. The percent deamination by the marrow cells, based on radioac- 
tivity, was 48 %_ This compared favorably to the 46 % deamination value obtained by 
eluting part of the same sample through a Dowex 50 columu and counting the eluent. 
This column had been shown to retain FIAC but not FIAU6. 
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Fig. 3. Extract of bone marrow treated with [‘QFIAC. Column 
ODS-3; other conditions as in Fig. 1. 

25 cm x 4.6 mm I.D., IO-,um Partisil 

Since we are studying the incorporation of these compounds into the acid- 
soluble fractions as well as into the DNA, we checked their separation in the presence 
of the four major deoxynucleosides. All the compounds were resolved, except that 
FAU partially overlapped the deoxyguanosine peak. 

CONCLUSION 

2-Fiuoro-deoxyarabinofuranosylpyrimidine nucleosides can be separated ef- 
ficiently by high-performance liquid chromatography using reversed-phase columns. 
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