We —claim:

i. Awmethoxyphosphonate nucleotide prodrug having the structure (3}
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which is substantially free of the diastereomer {4)
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" wherein

R! is an oxyester which is hydrolyzable in vivo. or hvdroxyl;
B is a heterocvclic base;
R? is hydroxyl, or the residue of an amino acid bonded to the P atom

through an amino group of the amino acid and having each carboxy substituent of th> amino acid optionall;
esterified, but not both of R! and R? are hyvdroxyl;

E is -(CH20)2-, -CH (CH3}CH20-, -CH(CH>F)CH,0- -CH{CH0H)CH,-, -CH({CH=CH2)CH0-.

-CH {CH=CH)CH,0-, -CH{CHJN3)CH.0O-,

-CH{R"OCH(RS}-, -CH{R*}CH,- or -CH{R#O-, wherein the right hand bond is linked to the heterocyclic base;

the broken line represents an optional douhble bond;

R and RS are independently hydrogen, hydroxy, halo, amino or a substituent having 1-5 carben atoms selected
. from acyloxy, alkoxy, alkylthio, alkylamino and dialkylamino;



RO E. R& are independenily 1. Ci-Chn alkvl, C-Cp hyvdroxyallyl, or C,-Cr alkanol:
R7 is independently H, C1-Cy, alkyl, or are taken together to form-0O-or -CHa-;

R#is H. C-Cs alkyl, C-Cs hydroxyalkyl or C-Ck halvalkyl; and

R*is H, hydroxymethyt or acyloxymethyl;

and their salts, free base, and solvates,

2. A methoxyphosphonate nucleotide prodrug as claimed in ¢laim 1 having the structur : {5a)

(5a)

which is substantially free of diastereomer (5

(5b)

wherein R* is methy! or hvdrogen;

R" independently is H, alkyl, alkenvl, alkyvayl, arvl or arylatkyl, or R® independently is aikyl, alkenyl, alkyvnyl

aryl or arvially! which is substituted with from 1 te 3 substituents selected from allylanino, alkylaminoalky)

53



dialkvlaminoalkyl, dialkvlamino, hvdroxy!, oxo. halo, amine, alky o, alkexy, alkoxya kyl, aryloxy, aryloxyall
arvlalkoxy. anvialkoxyalkyl, haloalkyl, nitro, nitroatkyl, azide, azidoalkyl. atkylacyl, alsylacylalkyl, carboxyl,

alk}.c_vlam ino;

R7 is the side chain of any naturally-occurring or pharmaceuti¢ally acceptable amino acid and which, if t
side chain comprises carboxyl, the carboxyl group is optionally esterified with an alkyl or aryl group:

R'! is amino, alkylamine, oxo, or dialkylamino,; and

R is amino or H;
and it salts, tautomers, free base and solvates.

3. A methoxyphosphonate nucleotide prodrug ol structure (Ga)
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which is substantially free of diastereomer {Gb)
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and its salts and solvates.



4. A methoxyphosphonate nucleotide prodrug of structure (7a)
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which is substantially free of diasteromer (7b)

(7b)

and its salts and solvale
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