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ANTI-VIRAL PYRIMIDINE DERIVATIVES

CROSS-REFERENCE TO RELATED APPLICATION

This application is a continuation in part of USSN 60/075,005, filed
February 17, 1998, the disclosure of which is incorporated herein by reference in its

5 entirety.
STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH

The invention described heremn was not made with the aid of any federally sponsored

grants.

FIELD OF THE INVENTION

10 The field of the invention is in novel substituted pyrimidine compounds and
their use as pharmacologically active agents capable of suppressing and inhibiting viruses (e.g.,
herpes viruses). The subject compounds and compositions are particularly useful in treating

and suppressing human Cytomegalovirus.
BACKGROUND OF TBE INVENTION

15 _ Cytomegalovirus (CMYV) is 2 member of the herpes virus family. Other well-
known members of the herpes virus family include, for example, herpes simplex virus, types I
and II, Epstein-Barr virus and Varicella zoster virus. These viruses are related taxonomically,
but each manifests in a clinically distinct manner. In the case of CMV, medical conditions
arising from congenital infection include jaundice, respiratory distress and convuisive seizures

20  which may result in mental retardation, neurologic disability or death. Infection in adults is
frequently asymptomatic, but may manifest as mononucleosis, hepatitis, pneumonitis or
retintts, particularly in immunocompromised patients such as AIDS sufferers, chemnotherapy
patients, and organ transplant patients undergoing tissue rejection therapy.

A vanety of drugs have been developed to treat herpes virus infections,

25  inciuding naturally occurring proteins and synthetic nucleoside analogs. Far example, the
natural anti-viral protein interferon has been used in the treatment of herpes virus infections, as
have the nucleoside analogs cytosine-arabinoside, adenine-arabinoside, iodoxyuridine and
acyclovir, which is presently the treatment of choice for herpes stmplex type II infection.

Unfortunately, drugs such as acyclovir that have proven sufficiently effective to

30  rreat infection by certain herpes viruses are not sufficiently effective to treat CMV.
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Additionally, drugs currently used to treat CMV infection, such as 9-((1,3-dihydroxy-2-
propoxy)methyl)guanidine (ganciclovir, DHPG) and phosphonoformic acid (foscarnet), lack
the acceptable side effect and safety profiles of the drugs approved for treatment of other herpes
viruses. Moreover, such drugs are ineffective to treat certain strains of CMV that have acquired
drug resistance. Thus, despite advances in the development of anti-herpes virus drugs, there
remains a need for therapeutic agents effective in treating CMV infection with an increased
safety margin. The present invention provides such therapeutic agents in the form of
surprisingly effective substituted pyrimidine compounds.

SUMMARY OF THE INVENTION

The present invention provides novel substituted pyrimidine compounds. The
compounds have the general formula I:

X
1
r\ﬂ)\iﬂ
5

in which X represents -NR*R*, -OR?, -SR?, aryl, alkyl or arylalkyl. The letter Y represents a
covalent bond, -N(R®)-, -O-, -S-, -C(=0)- or an alkylene group. R! and R? are independently
selected from hydrogen, alkyl, -O-alkyl, -S-alkyl, aryl, arylalkyl, -O-aryl, -S-aryl, -NG,,
-NR'R?, -C(O)R’, -CO,R", -C(O)NR'R® -N(R")C(O)R’, -N(R")CO,R", -N(R*)C(O)NR'R?,
-8(0),NR'R?, -S(O),R®, -CN, halogen, and -N(R")S(0), R"". The groups R* and R* are
independently selected from hydrogen, alkyl, aryl or arylalkyl, or, when X is -NR*R*, R® and
R* taken together with the nitrogen atom to which each is attached form a 5-, 6- or 7-membered
aromatic or nonaromatic ring containing from one to three heteroatoms in the ring. R® and R®
are independently hydrogen, alkyl, aryl or arylalkyl. R" and R® are each independently
hydrogen, alkyl, aryl or arylalkyl, or, when attached to the same nitrogen atom can be
combined with the nitrogen atom to form a 4-, 5-, 6- , 7- or 8-membered ring containing from
one to three heteroatoms in the ring. R’ and R are independently selected from hydrogen,
alkyl, ary! and arylalkyl. R" is selected from alkyl, aryl and arylalkyl. The subscript m is an
integer of from 1 1o 2 and the subscript n is an integer of from 1 to 3.

In addition to the above descriptions of R to R'!, the formula above is meant to
represent a number of compounds in which a second ring is fused to the pyrimidine ring. For
example, R’ can be joined to R?, R’ can be joined to R?, R? can be joined to N'(the nitrogen
atom at the 3-position of the pyrimidine ring), R? can be joined to N>, R® can be joined to
N'(the nitrogen atom at the 1-position of the pyrimidine ring) or R? can be joined to N'to form
a fused 5-, 6, or 7-membered ring.
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Finaﬂy,?the compounds of the present invention will typically have a molecular —
weight of from about 150 to about 750. The compounds provided in the above formula are
meant to include all pharmaceutically acceptable salts thereof.

The compounds of the present invention are useful in therapeutic as well as
prophylactic and diagnostic applications. Still further, the compounds are useful in the
development of additional therapeutic agents as standards in a variety of assay formats.
Accordingly, the present invention provides compositions containing the above compounds and
pharmaceutically acceptable excipients or diagnostically acceptable-excipients. The invention
further provides methods of inhibiting or suppressing certain viruses, and methods of treating
individuals infected with such viruses, particularly CMV. In addition to treatments for existing
conditions, the present invention also provides methods for prophylactic treatments to prevent
the onset of viral infection in patients undergoing, for example, organ transplanté.

Other objects, features and advantages of the present invention will become

apparent to those skilled in the art from the following description and claims.
BRIEF DESCRIPTION OF THE DRAWINGS

Figure 1 provides the structures of exemplary compounds of formula Ila.
Figure 2 provides the structures of exemplary compounds of formula Iib.
Figure 3 provides the structures of exemplary compounds of formula Ilc.
Figure 4 provides the structures of exemplary compounds of formula IId.
Figure 5 provides the structures of exemplary compounds of formula He.
" Figures 6-14 provide synthesis schemes for exemplary compounds of
formulae Ia-ITe and also selected transformations for functional groups present on the

compounds.

DETAILED DESCRIPTION OF THE INVENTION

Abbreviations and Definitions

The term “alkyl,” by itself or as part of another substituent, means, unless
otherwise stated, a straight or branched chain or cyclic hydrocarbon radical or combinations
thereof, which may be fully saturated, mono- or polyunsaturated and can include di- and multi-
radicals, having the number of carbon atoms designated (i.e. C1-C10 means one to ten
carbons). Examples of saturated hydrocarbon radicals include straight or branched chain
groups such as methyl, ethyl, n-propyl, isopropyl, n-butyl, t-butyl, isobutyl, sec-butyl,
homologs and 1somers of, for example, n-pentyl, n-hexyl, n-heptyl, n-octyl, and the like.
Other saturated hydrocarbon radicals include cyclopropylmethyl, cyclohexylmethyl and the
like. An unsaturated alkyl group is one having one or more double bonds or triple bonds.

) 4

Y
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Examples of unsaturated alkyf .groups include vinyl, 2-propenyl, crotyl, 2-1sdpentenyl, 2-
(butadienyl), 2,4-pentadienyl, 3-(1,4-pentadienyl), ethynyl, 1- and 3-propynyl, 3-butynyl, and
the higher homologs and isomers. The term “alkyl,” unless otherwise noted, is also meant to
include those derivatives of alky! defined below as heteroalkyl, alkylene, heteroalkylene,
cycloalkyl and heterocycloalkyl. Typically, an alkyl group will have from 1 to 24 carbon
atoms, with those groups having 10 or fewer carbon atoms being preferred in the present
invention. The term “alkylene” by itself or as part of another substituent means a divalent
radical derived from an alkane, as exemplified by -CH,CH,CH,CH,-. A “lower alkyl” or
“lower alkylene” is a shorter chain alkyl or alkylene group, generally having eight or fewer
carbon atoms. Unless otherwise indicated, the alkyl groups can be unsubstituted or substituted
by the substituents indicated below.

The term “heteroalkyl,” by itself or in combination with another tenm, means,
unless otherwise stated, a stable straight or branched chain radical consisting of the stated
number of carbon atoms and from one to three heteroatoms selected from the group consisting -
of O, N, Si and S, and wherein the nitrogen and sulfur atoms may optionally be oxidized and
the nitrogen heteroatom may optionally be quaternized. The heteroatom(s) O, N and S may be
placed at any interior position of the heteroalkyl group. The heteroatom Si1 may be placed at
any position of the heteroalkyl group, including the position at which the alkyl group is
attached to the remainder of the molecule. Examples include -CH,-CH.-O-CH,, -CH,-CH;-
NH-CH,, -CH,-CH,-N(CH,)-CH,, -CH,-S-CH,-CH,, -CH,-CH,-5(0)-CH,, -CH,-CH.-
5(0),-CH,, -CH=CH-O-CH,, -Si(CH,),, -CH,-CH=N-OCH,, and -CH=CH-N(CH,)-CH,.
Up to two heteroatoms may be consecutive, such as, for example, -CH,-WNH-OCH, and
-CH,-O-81(CH,),. The term “heteroalkylene” by itself or as part of another substituent means a
divalent radical derived from heteroalkyl, as exemplified by -CH,-CH,-S-CH,CH.- and -CH.,-
S-CH,-CH,-NH-CH,-~.

The terms “cycloalkyl” and “heterocycloalkyl”, by themselves or in combination
with other terms, represent, unless otherwise stated, cyclic versions of “alkyl” and
“heteroalkyl”, respectively. Examples of cycloalkyl include cyclopentyl, cyclohexyl,
1-cyclohexenyl, 3-cyclohexenyl, cycioheptyl, and the like. Examples of heterocycloalkyl
include 1-(1,2,5,6-tetrahydropyridyl), 1-piperidinyl, 2-piperidinyl, 3-piperidinyl,
4-morpholinyl, 3-morpholinyl, tetrahydrofuran-2-yl, tetrahydrofuran-3-yl,
tetrahydrothien-2-yl, tetrahydrothien-3-yl, 1-piperazinyl, 2-piperazinyl, and the like.

The terms “halo” or “halogen,” by themselves or as part of another substituent,
mean, unless otherwise stated, a fluorine, chlorine, bromine, or todine atom. Additionally,
terms such as *“‘fluoroalkyl,” are meant to include monofluoroalkyl and polyfluoroalkyl. More
particularly, the term “fluoroalkyl™ also includes perfluoroalkyl, in which each hydrogen
present in an alkyl group has been replaced by a fluorine.

The term “aryl,” employed alone ar in combination with other terms (e.g.,

aryloxy, arylthioxy, arylalkyl) means, uniess otherwise stated, an aromatic substituent which

4
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can be a single ring .. multiple rings (up to three rings) which are fused together or linked
covalently. The nings may each contain from zero to four heteroatoms selected from N, O, and
S, wherein the nitrogen and sulfur atoms are optionally oxidized, and the nitrogen atom(s) are
optionally quaternized. Non-limiting examples of ary} groups include phenyl, 1-naphthyl, 2-
naphthyl, biphenyl, 1-pyrrolyl, 2-pyrrolyl, 3-pyrrolyl, 3-pyrazolyl, 2-imidazolyl, 4-imidazolyl,
pyrazinyl, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 3-isoxazolyl, 4-isoxazolyl, 5-isoxazolyl, 2-
thiazolyl, 4-thiazolyl, 5-thiazolyl, 2-furyl, 3-furyl, 2-thienyl, 3-thienyl, 2-pyridyl, 3-pynidyl, 4-
pyrdyl, 2-pyrimidyl, 4-pyrimidyl, 5-benzothiazolyl, purinyl, 2-benzimidazolyl, 5-indolyl, I-
1soquinolyl, 5-isoquinolyl, 2-quinoxalinyl, 5-quinoxalinyl, 3-quinolyl, and 6-quinolyl.
Substituents for each of the above noted aryl ring systems are selected from the group of
acceptable substituents described below.

As used herein, the term “bicyclic fused aryl-cycloalkyl” refers to those groups
in which an aryl ring (or rings) is fused to a cycioalkyl group (including cycloheteroalkyl
groups). The group can be attached to the remainder of the molecule through either an available
valence on the aryl portion of the group, or an available valence on the cycloalkyl portion of the
group. Examples of such bicyclic fused aryl-cycloalkyl groups are: indanyl,
benzotetrahydrofuranyl, benzotetrahydropyranyl and 1,2,3,4-tetrahydronaphthyl.

~ Each of the above terms (e.g., “alky!” and “aryl” and “bicyclic fused
aryl-cycloalky!™) will typically include both substituted and unsubstituted forms of the indicated
radical. Preferred substituents for each type of radical are provided below. In the case of
radicals containing both aryl (including heteroaryl) and alkyl (including, for example,
heteroalkyl, cycloalkyl, and cycloheteroalkyl) portions, each of the portions can be substituted
as indicated. '

Substituents for the alkyl groups (including those groups often referred to as
alkenyl, heteroalkyl, heteroalkenyl, alkynyl, cycloalkyl, heterocycloalkyl, cycloalkenyl, and
heterocycloalkenyl) can be a vanety of groups selected from: -OR’, =0, =NR’, =N-OR’,
-NR'R"", -SR’, -halo, -SiR’R"'R’"", ~OC(O)R’, -CO,R’, -CONR'R”, -OC(O)NR'R", -
NR”C(O)R’, -NR"-C(0)-OR’, -NH-C(NH,)=NH, -NR’C(NH,)=NH, -NH-C(NH,)=NR", -
S(O)R’, -S(O),R’, -S(O)},NR’R”, -CN and -NO, in a number ranging from zero to (2N+1),
where N is the total number of carbon atoms in such radical. R’, R’ and R’”’ each
independently refer to a hydrogen or C1-C10 alkyl group. Preferably, a substituted alky]
group will have from one to six independently selected substituents. More preferably, a
substituted alkyl group will have from one to four independently selected substituents.
Nevertheless, certain substituted alkyl groups (e.g., perfluoroalkyl) will have a full 2N + 1
substituents (where N is the number of carbon atoms in a saturated alkyl group). Examples of
substituted alkyl groups include: -C(O)-CH,, -C(O)CH,OH, -CH,-CH(CO,H)-NH, and
-Si(CH,).-CH,-C(0O)-NH,.

Similarly, substituents for the aryl groups are varied and are selected from:
-halo, -OR’, -OC(O)R’, -NR'R”, -8R, -R’, -CN, -NQ,, -CO,R’, -CONR’R",

/

5 oWy’
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-OC(O)NR'R”, -NR"C(O)R’, -NR"-C(0)-OR’, -NH-C(NH,)=NH, -NR’L\NHQ)=NH, -
NH-C(NH,)=NR’, -S(O)R’, -S(O),R", -S(0).NR'R", -N,, -CH(Ph),, perfluoro(C1-
C4)alkoxy, and perfluoro(C1-C4)alkyl, in a number ranging from zero to the total number of
open valences on the aromatic ring system; and where R’ and R” are independently selected

from hydrogen, (C1-C8)alkyl, aryl, aryl-(C1-C4)aikyl, and aryloxy-(C1-C4)alkyl.

Two of the substituents on adjacent atoms of the aryl ring may optionally be
replaced with a substituent of the formula -T-C(O)-(CH,),-U-, wherein T and U are
independently -NH-, -O-, -CH,- or a single bond, and the subscript s is an integer of from 0 to
2. Alternatively, two of the substituents on adjacent atoms of the aryl ring may optionally be
replaced with a substituent of the formula -A-(CH,) -B-, wherein A and B are independently
-CH,-, -O-, -NH-, -S-, -5(0)-, -5(0),-, -5(0).NR’- or a single bond, and p is an integer of
from 1 to 3. One or more of the sigle bonds of the new ring so formed may optionally be
replaced with a double bond. Alternatively, two of the substituents on adjacent atoms of the
aryl ring may optionally be replaced with a substituent of the formula -(CH,)_-Z-(CH,),-, where
q and r are independently integers of from 1 to 3, and Z is -O-, -NR’~, -S-, -S(0O)-, -S(O),-, or
-S(O),NR’-. The substituent R’ in -NR'- and -S(O},NR - is selected from hydrogen or (C1-
C6)alkyl.

As used herein, the term “heteroatom” 1s meant to include oxygen (O), nitrogen
(N, sulfur (S) and silicon (S1).

The term “pharmaceutically acceptable salts™ is meant to include salts of the
active compounds which are prepared with relatively nontoxic acids or bases, depending on the
particular substituents found on the compounds described herein. When compounds of the
present invention contain relatively acidic functionalities, base addition salts can be obtamed by
contacting the neutral form of such compounds with a sufficient amount of the desired base,
either neat or in a suitable inert solvent. Examples of pharmaceutically acceptable base addition
salts include sodium, potassium, calcium, ammonium, organic amino, or magnesium salt, or a
similar salt. When compounds of the present invention contain relatively basic functionalities,
acid addition salts can be obtained by contacting the neutral form of such compounds with a
sufficient amount of the desired acid, either neat or in a suitable inert solvent. Examples of
pharmaceutically acceptable acid addition salts include those derived from inorganic acids like
hydrochloric, hydrobromic, nitric, carbonic, monohydrogencarbonic, phosphoric,
monohydrogenphosphoric, dihydrogenphosphoric, sulfuric, monohydrogensulfuric,
hydriodic, or phosphorous acids and the like, as well as the salts derived from relatively
nontoxic organic acids like acetic, propionic, isobutyric, oxalic, maleic, malonic, benzoic,
succinic, suberic, fumaric, mandelic, phthalic, benzenesulfonic, p-tolylsulfonic, citric, tartaric,
methanesulfonic, and the like. Also included are salts of amino acids such as arginate and the
like, and salts of organic acids like glucuronic or galactunoric acids and the like (see, for

example, Berge, S.M., et al, “Pharmmaceutical Salts”, Journal of Pharmaceutical Science,

e \g
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1977, 66, 1-19). Cer.ain specific compounds of the present invention contain both basic and —
acidic functionalities that allow the compounds to be converted mnto either base or acid addition
salts.

The neutral forms of the compounds may be regenerated by contacting the salt
with a base or acid and 1solating the parent compound in the conventional manner. The parent
form of the compound differs from the various salt forms in certain physical properties, such as
solubility in polar solvents, but otherwise the salts are equivalent to the parent form of the
compound for the purposes of the present invention.

In addition to salt forms, the present invention provides compounds which are
in a prodrug form. Prodrugs of the compounds described herein are those compounds that
readily undergo chemical changes under physiological conditions to provide a compound of
formula 1.

Certain compounds of the present invention can exist in unsolvated forms as
well as solvated forms, including hydrated forms. In general, the solvated forms are equivalent
to unsolvated forms and are intended to be encompassed within the scope of the present
mvention.

Certain compounds of the present invention possess asymmetric carbon atoms
(optical centers) or double bonds; the racemates, diastereomers, geometric isomers and
individual isomers are all intended to be encompassed within the scope of the present invention.

The compounds of the present invention may also contain unnatural proportions
of atomic isotopes at one or more of the atoms that constitute such compounds. For example,
the compounds may be radiolabeled with radioactive tsotopes, such as for example tritium
(*H), iodine-125 (") or carbon-14 (**C). All isotopic variations of the compounds of the
present invention, whether radioactive or not, are intended to be encompassed within the scope
of the présent invention.

Embodiments of the Invention

Qompgunds

In one aspect, the present invention provides compounds of general formula I:

X
1
”ﬁﬁ
RY I =

in which X represents -NR’R*, -OR?’, -SR?, aryl, alkyl or arylalkyl. The letter Y represents a
covalent bond, -N(R®)-, -O-, -8-, -C(=0)- or an alkylene radical. Preferably, Y is -N(R®)- or
-O-, in which R® is as defined below. More preferably, Y is -N(R®)-. For those embodiments
in which Y is an alkylene radical, the alkylene radical will typically have from 1 to 8 carbon

atoms in the chain, with alkylene groups having from 1 to 3 carbon atoms being preferred.

7 ) | )
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R' and R* are independently selected from hydrogen, alkyl, '-J-alkyl, -S-alkyl, —
aryl, arylalkyl, -O-aryl, -S-aryl, -NOQ,, -NR'R?, -C(O)R?, -CO,R'", -C(O)NR'R® -
N(R’)C(O)R?, -N(R"YCO,R", -N(R*HC(O)NR'R?, -S(0)_NR'R?, -S(0O},R’, -CN, halogen, or
-N(R7)S(0)_R",in which R’, R*, R’, R and R'" are as defined below.

In one group of preferred embodiments, R' is an electron-withdrawing group
and R? is an electron-donating group. Within this group of embodiments, R’ is preferably -
NO,, -5(0),NR'R?, -8(0),R’, -CN, halogen, fluoroalkyl, -C(O)R’, -CO,R' or -C(O)NR'R®.
More preferably, R' is -CF,, -NO,, -CN, -S(0),NR'R?, or -CO,R*, with -NO, being the
most preferred. The R* group is preferably hydrogen, lower alkyl, -O-alkyl, -S-alkyl, aryl,
arylalkyl, -O-aryl or -S-aryl. More preferably, R* will be methyl, ethyl, n-propyl, isopropyl,
methoxy, ethoxy, propoxy, methoxymethyl, methylthio, ethylthio or propyithio.

In another group of preferred embodiments, R' is an electron-donating group
and R’ is an electron-withdrawing group. Within this group of embodiments, R' is preferably
hydrogen, lower alkyl, -O-alkyl, -S-alkyl, ary!, arylalkyl, -O-ary! or -S-aryl. More preferably,
R'is methyl, ethyl, n—propyl, isopropyl, methoxy, ethoxy, propoxy, methylthio, ethylthio or
propylthio. The R* group is preferably -NO,, -S(O),_ NR'R?, -S(0),R’, -CN, halogen,
fluoroalkyl, -C(O)R’, -CO,R™ or -C(O)NR'R®. More preferably, R* is -CF,, -NO,, -CN,

-S(0),NR'R*or -CO,R'®, with -NO, being the most preferred.

The groups R’ and R* are independently hydrogen, alkyl, aryl or arylalkyl, or,
taken together with the nitrogen atom to which each is attached form, a 5-, 6- or 7-membered
ring containing from one to three heteroatoms in the ring. In one group of preferred
embodiments, R* and R* are combined with the nitrogen atom to which each is attached, to
form'a 5- or 6-membered ring. The rings defined by R* and R* and the nitrogen atom can be
saturated, unsaturated or aromatic, and can contain additional heteroatoms. Examples of
suitable rings include: pyrrolidine, pymrole, pyrazole, imidazole, imidazoline, thiazoline,
piperidine, morpholine, and the like. In certain preferred embodiments, R® and R* are
combined with the nitrogen atom to which each is attached to form a 5-membered ring
containing two nitrogen atoms, preferably an imidazole ring, and most preferably a 2-
alkyimidazole ning or a 5-alkylimidazole ning. Particularly preferred X groups are 2-
methylimidazol-1yl, 2.4-dimethylimidazol-1yi, 2-ethylimidazol-1yl, 2-propylimidazol-1yl, 2-
isopropylimidazol- 1yl and 5-methylimidazol-1yL '

The R’ group is an alkyl, aryl, arylalkyl or bicyclic fused aryl-cycloalkyl group.
Preferred alkyl groups are those having from one to eight carbon atoms, either substituted or
unsubstituted. Preferred aryl groups include substituted or unsubstituted phenyl, pyndyl, or
naphthyl. Preferred arylalky! groups include substituted and unsubstituted benzyl, phenethyi,
pyridylmethyl and pyridylethyl. Particularly preferred R’ groups are phenyl, 4-halophenyl,
benzyl, n-butyl, propionyl, acety! and methyl. Other preferred R® groups are those in which R’
is combined with R® and the nitrogen atorn to which each is attached to form a ring. Still other
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preferred R® groups (...cluding some of the preferred fused bicyclic aryl-cycloalkyl groups) are —

selected from:

In the above radicals, and other groups described herein, the wavy line 1s used to
indicate the point of attachment to the remainder of the molecule.

Y
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In one group of particularly préfcrrcd embodiments, R’ is a radical selected from the group -

consisting of:

F. CI\@i F4C. : J F.C. : J FSC: : J
) ' * F T ) 1 F ¥
F
OH

In another group of particularly preferred embodiments, R is a radical selected
from the group consisting of:

Hs
colicakeales
CH, ' CH2CH, ’ - © CHy |
N “ ~ ,
o OCHs g CH,CH -
: ~ 3
OCH, OCECH CH e Q‘i |
3 2 3 CH3 .

The above group of radicals is meant to include those radicals having a mixture of
stereochemistry as well as pure isomers and enantiomers (those having less than about 5% of
another diastereomer or enantiomer, more preferably less than about 2% of another 1somer, and
most preferably less than about 1% of another isomer).

The R® group is typically hydrogen, alkyl, aryl or arylalkyl. Preferably, R®is
hydrogen, a lower alkyl group having from one to three carbon atoms, a phenyl ning or a

phenylalky! group, such as, for example, a benzyl or a phenethyl group. R’ and R® are each

-
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mdependently hydroudh, alkyl, aryl or arylalkyl, or, taken together with the nitrogen atornto —
which each is attached, form a 4-, 5-, 6-, 7- or 8-membered ring containing from one to three
heteroatoms in the ring. Preferably, R” and R* are each independently a (C1-C8)alkyl group,
or are combined to form a 5-, 6-, or 7-membered ring. R’ and R' are independently selected
from hydrogen, alkyl, aryl and arylalkyl. In preferred embodiments, R’ and R"® are
independently selected from hydrogen, (C1-C8)alkyl, phenyl and phenyl(C1-C4)alkyl. R" is
alkyl, aryl or arylalkyl, preferably, (C1-C8)alkyl, phenyl and phenyl(C1-C4)alkyl.

In addition to the above descriptions of R' 10 R", the present formula above is
meant to represent a number of compounds in which a second ring is fused to the pyrimidine
ring, including structures in which one of the pyrimidine ring nitrogen atoms is at the ring
junction. For the discussion below and the claims, the nitrogens are individually referred to as
follows: N'is the nitrogen atom at the 1-position of the ring (which is between the carbon
atorn bearing -R? and the carbon atom bearing -Y-R®). N is the nitrogen atom at the 3-position
of the pynmidine ring (which is the nitrogen atom between the carbon bearing -Y-R’ and the
carbon atom bearing -X). Examples of fused rings are those in which R’ is joined to R*, R is
joined to R*, R’ is joined to N°, R® is joined to N*, R’ is joined to N' or R* is joined to N'to
form a fused 5-, 6-, or 7-membered ring. The ring formed by these combinations will contain
1-3 heteroatoms (e.g., O, N or S) and can be either aromatic or nonaromatic. Preferably the
additional ring formed is a 5- or 6-membered ring.

When R’ and R’ are combined to form a ring, the combination can be replaced
with a substituent of the formula -T-C(O)-(CH,)-U-, wherein T and U are independently
selected from -NH-, -O-, -CH,- or a single bond, and the subscript s is an integer of from 0 to
2. Alternatively, the R' and R* radicals can be replaced with a substituent of the formula -A-
(CH,),-B-, wherein A and B are independently selected from -CH,-, -O-, -NH-, -S-, -5(0)-, -
$(0),-, -S(0),NR’- or a single bond, and p is an integer of from 1 to 3. One or more of the
single bonds of the new ring so formed may optionally be replaced with a double bond.
Alternatively, the R’ and R radicals can be replaced with a substituent of the formula -(CH,), -
Z-(CH,),-, where q and r are independently integers of from 1 to 3, and Z is -O-, -NR’-, -§-, -
S(O)-, -5(0).-, or -S(O),NR'-. The substituent R’ in -NR’- and -S(0O),NR’- is selected from
hydrogen or (C1-C6)alkyl.

The subscript m, in the groups above, is an integer of from 1 to 2, preferably 2.
The subscnipt n, in the groups above, is an integer of from 1 to 3, preferably 2.

Finally, the compounds of the present invention typically have a molecular
weight of from about 150 to about 750. The compounds provided in the above formula are
meant to include all pharmaceutically acceptable salts thereof.

A number of substituent combinations on the pyrimidine ring are particularly

preferred. For example, one group of preferred embodiments has the formula:

> o
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R3\N,H4
1
f\f
RS s
\'T' N~ R2
R® (la)

In compounds of general formula IIa, R’ is preferably -NO,, -CF,,
-C(O)NR'R?, -CO,R", -8(0),NR'R?, -5(0).R®, -C(O)R®, -SO,NH,, or -CN and R?is
preferably an alky! group having from 1 to 8 carbon atoms. In the most preferred
embodiments, the R’ and R* groups are combined to form a 5-membered ring which is
optionally fused to an aryl group. Examples of suitable S-membered ring groups (and those
which are optionally fused to an aryl group) include pyrrolidine, pyirole, imidazole, pyrazole,
benzimidazole, imidazoline, 1,2,4-trlazole, 1,2,3-triazole, imidazolidin-2-one, and the like.
More preferably, the R’ and R* groups are combined to form an imidazole ring which is
substituted or, optionally, is fused to an aryl group. Preferred substituted (and fused)
imidazole nngs include, for example, 2-methylimidazole, 2-ethylimidazole,
2-isopropylimidazole, 2-aminoimidazole, 5-methylimidazole, 5-ethylimidazole,
5-isopropylimidazole, 2,5-dimethylimidazole, benzimidazole, and 2-methylbenzimidazole.
The R and R® groups are independently selected from hydrogen, alkyl, ary! and arylalkyl, or
can be combined with the nitrogen atom to which each is attached to form a ring which is
optionally fused to an aryl group. Figure 1 provides exemplary structures of compounds
within this preferred group of embodiments.

Another group of preferred embodiments are represented by the formula:

R3\N/F{4
N)\j[ﬁlj
R> | —
|
RG

In this formula, the fused ring containing R' and R® is typically a heterocyclic
ring in which the -R'-R"- group is selected from, for example, -S(O),NR'C(O)-,
-$(0),NR'C(O)NR"-, -NR’S(0),NR”C(0)-, -C(O)NR’C(O)-, -NR'C(O)NR"C(O}-,
-NR’C(S)NR”C(Q)-, -NR'C(S)NR”C(S)-, in which R” and R” are independently hydrogen or
(C1-C8)alkyl. The R’ and R* groups are preferably combined to form a 5-membered ring
which is optionally fuscd to an aryl group. More preferably, the R’ and R* groups are
combined to form an imidazole ring which is optionally fused to an aryi group. The R’ and R®

(11b)

A
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groups are indepena..ly selected from hydrogen, alkyl, aryl and arylalkyl, or can be combined —
to form a ring which is optionally fused to an ary!l group. Figure 2 provides cxcmplary
structures of compounds within this preferred group of embodiments.

Yet another group of preferred embodiments is represented by the formula:

/

)\

R (lic)

In this formula, the divalent radical -R*—R?- is typically an atkylene group,
-C(O)NR’C(O)-, -C(O)NR’S(O),- or -S(O),NR’C(O)-, in which R’ 1s a hydrogen or lower
alkyl group. Preferably, R? and R* will each independently be an alky! group, more preferably
a lower alky! group. The R® and R® groups are independently selected from hydrogen, alkyl,
aryl and arylalkyl, or can be combined to form a ring which is optionally fused to an aryl
group. Figure 3 provides exemplary structures of compounds within this preferred group of
embodiments.

Still another group of preferred embodiments are represented by the formula:

RS\N/R“

JL 2
U

R1

(d)

In this formula, the fused ring portion defined by —R*— is typically a
(C3-C5)alkylene group, alkylenecamine group (e.g., -NHCH,CH,CH,-, -NHCH,CH,-), or a
-NR'C(O)CH,- group, in which R’ is hydrogen or a lower alky! group. R' is typically -NO,,
-S(0),NR'R?, -S(0),R’, -CN, -CF,, -C(O)R’, -CO,R™ or -C(O)NR'R®. More preferably, R'
is -NO,, -CN, -CF, or -CO,R", with -NO, being the most preferred. The R’ and R* groups
are preferably combined to form a 5-membered ring which is optionally fused to an aryl group.
More preferably, the R’ and R* groups are combined to form an imidazole ring which is
optionally fused to an aryl group. The R and R® groups are independently selected from
hydrogen, alkyl, aryl and arylalkyl, or can be combined to form a ring which is optionally
fused to an aryl group. The symbol X' represents a suitable counterion for the quaternary

nitrogen. Preferred counterions are those which form pharmaceutically acceptable salts.

13 . /)//
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Figure 4 provides exemplary structures of compounds within this preferred gfoup of

embodiments.
Another group of preferred embodiments are represented by the formula:

R3 ,R4
N
1

g
5
") ¥
' (lie)

In this formula, R’ is preferably -NO,, -S§(0),NR'R?, -S(O),R®, -CN, -CF,,
-C(O)R®, -CO,R"™ or -C(O)NR'R®. More preferably, R' is -NO,, -CN, -CF* or -CO,R",
with -NO, being the most preferred. R? is preferably an alkyl group having from 1 to 8 carbon
atoms. The R? and R* groups are preferably combined to form a 5-membered ring which is
optionally fused to an aryl group. More preferably, the R” and R* groups are combined to form
an imidazole ring which is optionally fused to an ary! group. R’ is preferably hydrogen, (C1-
C8)alkyl, phenyl, or phenylalkyl. The fused ring portion defined by —R®— is typically a
(C3-C5)alkylene group or a substituted alkylene group (e.g., -C(O)CH,CH,CH.-,
-C(O)CH,CH,-), or a -NR’C(O)CH,- group, in which R’ is hydrogen or a lower alkyl group.
The symbol X' represents a suitable counterion for the quaternary nitrogen. Preferred
counterions are those which form pharmaceutically acceptable salts. Figure 5 provides the

structures of exemplary compounds of formula He.

Compositions

In another aspect, the invention provides compositions which are suitable for
pharmaceutical or diagnostic use. The compositions comprise compounds of formula I
provided above, in combination with a diagnostically or pharmaceutically acceptable carrier or
excipient. .
1In one embodiment, the invention provides the subject compounds combined
with a2 pharmaceutically acceptable excipient such as sterile saline or other medium, water,
gelatin, an oil, ete. to form pharmaceutically acceptable compositions. The compositions
and/or compounds may be administered alone or in combination with any convenient carrier,
diluent, etc. and such administration may be provided in single or multiple dosages. Useful
carmiers include solid, semi-solid or liquid media including water and non-toxic organic
solvents.

In another embodiment, the invention provides the subject compounds in the

form of a pro-drug, which can be metabolically or chemically converted to the subject
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compound by the rec._.ent host. A wide variety of pro-drug derivatives are known in the art  —
such as those that rely on hydrolytic cleavage or oxidative activation of the prodrug.

The compositions may be provided in any convenient form, including tablets,
capsules, lozenges, troches, hard candies, powders, sprays, creams, suppositories, etc. As
such, the compositions, in pharmaceutically acceptable dosage units or in bulk, may be
incorporated mto a wide variety of containers. For example, dosage units may be included in a
variety of containers including capsules, pills, etc.

The compositions may be advantageously combined and/or used in combination
with other antiviral agents which are either therapeutic or prophylactic agents, and different
from the subject compounds. The compositions may also be advantageously combined and/or
used in combination with agents that treat or induce conditions often associated with the viral
infections that are sensitive 1o the present compounds, such as anti-HIV agents or
immunosuppressive agents. In many instances, admimistration in conjunction with the subject
compositions enhances the efficacy of such agents. Exemplary antiviral agents include
ganciclovir, foscarnet and cidofovir. Exemplary anti-HIV agents include indinavir, ritonavir,
AZT, lamivudine and saquinavir. Exemplary immunosuppressive agents include cyclosporin
and FK-506. The compositions may also be advantageously used as antiviral prophylactic
treatment in combination with immunosuppressive protocols such as bone-marrow destruction

(either by radiation or chemotherapy).

ethods of Use

In yet another aspect, the present invention provides novel methods for the use
of the foregoing compounds and compositions. In particular, the invention provides novel
methods for treating or preventing viruses from the herpes family, preferably, cytomegalovirus
infections. The methods typically involve administering to a patient an effective formulation of
one or more of the subject compositions.

The invention provides methods of using the subject compounds and
compositions to treat disease or provide medicinal prophylaxis to individuals who possess a
compromised immune system or are expected to suffer immunosuppressed conditions, such as
patients prior to undergoing immunosuppressive therapy in connection with organ
transplantation or anticancer chemotherapy. These methods generally involve administering to
the host an effective amount of the subject compounds or pharmaceutically acceptable
compositions.,

The compositions and compounds of the invention and the pharmaceutically
acceptable salts thereof can be administered in any effective way such as via oral, parenteral or
topical routes. Generally, the compounds are administered in dosages ranging from about 2
mg up to about 2,000 mg per day, although variations will necessarily occur depending on the
disease target, the patient, and the route of administration. Preferred dosages are administered

15 -
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orally in the range of about 0.U5 mg/kg to about 20 mg/kg, more preferably in the range of -
about 0.05 mg/Kkg 1o about 2 mg/kg, most preferably in the range of about 0.05 mg/kg to about
0.2 mg per kg of body weight per day. '

Preparation of the Compounds

The compounds of the present invention can be prepared using general
synthesis schemes such as those outlined in Figures 6-14. One of skill in the art will
understand that the syntheses provided below can be modifted to use different starting materials
and alternate reagents to accomplish the desired transformations. Accordingly, the description
below, the Figures and the reagents are all expressed as non-limiting embodiments.

Briefly, the compounds of formula I, in which Y is -N(R®)- can be prepared
from a variety of known pyrimidinediones. As shown in Figure 6, the pyrimidine dione (i) can
be converted to the corresponding dichloride (ii) by treatment with reagents such as, for
example, POC),. Treatment of ii with the desired amines (incjuding heterocyclic amines)
provides the target compounds, typically as a mixture of isomers (ili). Separation of the
isomers can be accomplished by traditional methods such as column chromatography or
HPLC. Alternatively, ii can be hydrolyzed to 2 mono chloro compound (using, for example,
sodium acetate, acetic acid, water and ethanol) to provide (iv) which upon treatment with a
suitable amine, alkoxide or thiolate ion provides (v). Converstion of the 4-hydroxy group to a
4-chloro substituent and displacement with a suitably nucleophilic amine provides the targets
(vi).

A number of pyrimidinediones are commercially available and can be used as
starting materials for the above transformations, including, for example, 5-cyano-6-methyi-2,4-
pyrimidinedione (vii), 6-methyl-2.4-pyrimidinedione-5-carboxamide (x), 6-methyl-2,4-
pyrimidinedione-5-sulfonic acid (xv) and 6-methyl-5-nitro-2,4-pyrimidinedione. Each of these
compounds can be converted to target compounds of formula (IIa) as illustrated in Figure 7.
For example, 5-cyano-6-methyl-2 4-pyrimidinedione (vii) can be converted to a dichloride
(viii) using reagents such as POCI,, then further converted to target compounds (e.g., ix)
upon treatment with amines R*>-NH-R* (e.g., 2-methylimidazole) and R*-NH-R® (N-
methylbenzylamine).

The carboxamide group of 6-methyl-2 4-pyrimidinedione-5-carboxamide (x)
can be hydrolyzed to a carboxylic acid (xi) with aqueous base and then converted to an acid
chloride (xii) with POC), (forming a trichloride). Stepwise addition of amines or other suitable
nucleophiles provides the target compounds (e.g., xiv). Similarly, a trichloride (xvi) is
formed by treating 6-methyl-2,4-pyrimidinedione-5-sulfonic acid (xv) with chlorinating agents
such as POCI,. Again, the stepwise addition of amines or other suitable nucleophiles produces

the desired target species (Xviii).
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Yet ai.other method for the preparation of compounds of formula I1a is shown =
in Figure 8. Treatment of either a f-ketoester (xix) or an o-methylene ester (xxi) with base '
(e.g., sodium alkoxide) and an electrophile (e.g., an alkylating agent, acylating agent,
sulfonylating agent, and the like) provides a suitably derivatized p-ketoester (xx) which can be
converted to a pyrnimidinone (xxiii) upon treatment with a substituted guanidine (xxii),
typically in acid (acetic acid) with heating. The substituents in the 5- and 6-positions (R' and

R?, respectively) are determined by the groups present on the derivatized B-ketoester.

Chlorination of the pyrimidinone to produce {xxiv}) and subscqueﬁt treatment with a
nucleophilic nitrogen heterocycle (e.g., imidazole, 2-alkylimidazole, pyrrolidine, piperidine and
the like) as well as other amines provides the target compounds of formula Ia. Substituted
guanidines used in this method of preparation can either be obtained from commercial sources
or can be prepared by the treatment of a secondary amine with cyanarmde. Additional literature
methods for the preparation of substituted guanidines are known to those of skill in the art.

A number of transformations can be carried out to attach groups to an
unsubstituted position on the pynmidine ring, or to modify existing groups (see Figure 9). For
example, 2 4-chloro substituent {present, for example, in xxv) can be displaced with ammonia
to produce a 4-aminopyrimidine (e.g., xxvi). Treatment of the primary amine with succinic
anhydride provides (xxvii) which upon treatment with acetic anhydride produces the
succinimide compound xxviii (Figure 9A). Exocyclic amino groups can also be acylated
using standard acylating agents as shown in Figure 9B. Metallation reactions can be camed out
on pyrimidines which are unsubstituted in the 6-position (Figure 9C). For example, a 5-
nitropyrimidine derivative (xxxi) can be catalytically (H,) or chemically (e.g., Fe/HCI) reduced
to a 5-aminopynrmudine derivative (xxxii) which is then protected as a t-butyl carbamate
(xxxiii). Treatment of the protected S-aminopyrimidine derivative with a metallating agent
such as sec-butyllithium provides a metallated intermediate (xxxiv) which can be acylated
(xxxv), sulfonylafcd (xxxvi) or alkylated (xxxvii), as shown. Similarly (see Figure 9D),
the pyrimidine derivative (xxxviii) can be metallated to produce intermediate (xxxix), then
acylated (x1), sulfonylated (xli) or alkylated (xlii). Introduction of functional groups at the
5-position can be accomplished using similar metallation chemistry on, for example, the
pyrimidine derivative (xliii), to produce intermediate (xliv) which can be acylated (xlv),
sulfonylated (xtvi) and alkylated (xlvii}.

Figure 10A-10D provides synthesis schemes for several compounds which
follow the general methods shown in Figures 6-8. “For example, Figure 10A illustrates the
preparation of a substituted guanidine (1) from a secondary amine (xlviii) and a chloroimidate
(xlix) and the conversion of ethy} cyanoacetate (li) to the ketoester (1ii). Condensation of 1
and lii produces the pyrimidinone (liii) which can be chlorinated to provide liv and then
treated with an amine nucleophile (e.g., 2-methylimidazole) to provide the target Iv. Figure
10B illustrates a similar route in which ethyl acetoactate (Ivi) is acylated to provide the
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tricarbonyl compound (lvii). Condensation of lvii with the substituted guah’idinc (lviii)
provides the pyrimidinone (lix) which is converted to the target (Ix) using standard protocols.
Figure 10C 1llustrates methodology in which a sulfonamide group is present in the starting
material (ki) and the substituted guanidine (Ixiii) contains 2 nitrogen heterocycle.
Accordingly, condensation of Ixii and Ixiii provides the pyrimidinone (Ixiv) which is
converted to the target (Ixv) using POCI, (or other chlorinating agents) followed by reaction
with an amine nucleophile {(e.g., 1,2,4-triazole). Additionally, the general methodology allows
the preparation of compounds having -O-Ar, -S-Ar, -O-alky! and -S-alkyl groups at the 2-
position of the pyrimidine ring (Figure 10D). For example, treatment of the ketoester (xx)
with the substituted guanidine (kxvi) provides the pyrimidinone (Ixvii) which can be
chlorinated and condensed with R>-NH-R* to provide Ixix. Removal of the protecting groups
yields the 2-aminopyrimidine compound (Ixx). Diazotization and subsequent chlorination can
be carried out using standard procedures to provide Ixxi. Diplacement of the chlonde with
either an oxygen-containing nucleophile or a sulfur-containing nucleophile provides the target
compounds Ixxii or Ixxiii, respectively.

Figure 11 illustrates the preparation of several compounds of formula Ib. In
one group of embodiments, substituted pyrimidines having a sulfonamide at the 5-position and
an ester group at the 6-position (Ixxiv) can be saponified to provide Ixxv, which is then
cyclized with dehydrating agents (e.g., sulfuric acid or acetic anhydride) to the fused
heterocycle shown as Ixxvi (see Figurc 11A). In other embodiments, diesters (Ixxvii) are
saponified to the diacid (Ixxviii) and converted to a mixture of amides (Ixxix, by sequential
treatment with acetic anhydride and methylamine), which can then be cyclized by treatment
with a dehydrating agent (e.g., acetic anhydride) as indicated to provide a bicyclic system
(Ixxx, see Figure 11B). Yet another fused bicyclic system (Ixxxi) can be prepared beginning

with ethyl 2-oxocyclopentanecarboxylate, using methods outlined above for the conversion of a

-B-ketoester to a substituted pyrimidine (see Figure 11C). Still another group of embodiments

can be prepared via manipulation of nitrile and ester substituents (see Figure 11D). Brefly,
ethyl cyanoacetate is first condensed with ethy! oxalyl chloride and the resultant product is
wreated with a substituted guanidine (exemplified herein with N,N-diethylguanidine) to provide
the substituted pyrimidinone (bxxxii). Treatment of Ixxxii with POC], (or other chlorinating
agent) followed by an appropriate amine (e.g., irnidazoie, 2-alkylimidazole,
isopropylethylamine, pyrrolidine) provides the substituted pyrimidine (Ixxxiii). Ester
hydrolysis and Curtius rearrangement (using, for example, diphenylphosphory! azide) provide
the amino nitrile (Ixxxiv). Conversion of the nitrile group to an amide by acid hydrolysis, and
subsequent treatment with phosgene (or a phosgene equivalent such as diphosgene or
dimethylcarbonate) provides the fused bicyclic system, Ixxxv which can be further converted
10 Ixxxvi on treatment with strong base (e.g., NaH} and an alkylating agent (e.g., Mel}.

Cenain intermediates along these synthetic routes can be converted to other useful derivatives
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(Figure 11E). For example, bocxvii can be treated with Lawesson’s reagent to provide the
thioamide Ixxxviii, which on treatment with phosgene (or a phosgene equivalent) provides the
fused bicyclic system Ixxxix. Alternatively, Ixxxvii can be treated with sulfuryl chloride in
the presence of a tertiary amine base to provide the fused bicyclic system xc. Figures 11F and
11G illustrate other methods of preparing compounds within the scope of formula IIb. In
Figure 11F, a substituted pynmidine (xci) having a sulfonamide at the 5-position and a
carboxylic acid at the 6-position is prepared using methods analogous to those described above.
Curtius rearrangement of the carboxylic acid group in xci to an amino group provides xcii,
which is then cyclized to xciii, using phosgene or a phosgene equivalent. Figure 11G shows
the preparation of a pyrimidine diester (xciv) and its conversion to the fused bicyclic system
xcvii. Briefly, the silyl] ester present in xciv is hydrolyzed to the acid which is subjected to a
Curtius rearrangement to provide xev. Conversion of the remaining ester group to an amide
can be accomplished using standard procedures to provide xevi. Cyclization of xevi to xcvii
can be carried out using phosgene or a phosgene equivalent.

Compounds of formula IIc can be prepared by methods outlined in Figure 12.
In one group of embodiments (in Figure 12A), a 4-chloropyrimidine derivative (xcviii,
prepared by methods descnibed above), is treated with an amine (e.g., allylamine) to provide
xcix. The ester group is then converted to an N-methyl amide (¢) upon treatment with
methylamine in an alcohol solvent. Cyclization of ¢ to ¢i occurs upon treatment with phosgene
or an equivalent. Similarly, compounds having more electronegative groups in the é-position
can be prepared as shown in Figure 12B. For example, the chloropyrimidine cii can be
produced using methods outlined above and then converted to the bicyclic compound «iii,
using procedures described for xcix. Still other fused systems of formula Ilc can be prepared
as shown in Figure 12C. Here, a chloropyrimidine derivative (civ) is treated with a primary
amine (e.g., allylamine) to provide an amino moiety at the 4-position of the pyrimidine ring.
Cyclization of the amino moiety onto a sulfonamide (present at the 5-position) can be
accomplished with phosgene or an equivalent to provide the target (cv).

Preparation of compounds of formula IId can be accomplished, in one
embodiment, as outlined in Figure 13. Briefly, ethyl nitroacetate can be condensed with a
mixed anhydrde (cvi) to provide a nitroketoester (cvii) which can then be converted to a
pyrimidine (cviii) upon treatment with a suitably substituted guanidine. Removal of the
protecting group, followed by treatment with POCI, effects chlorination of the pyrimidine ring
and cyclization to form a pyrimidinium salt (¢ix). Treatment of ¢ix with an amine nucleophile
produces the target compound (ex). Other compounds in this group can be prepared by
starting with ethyl 3,3,3-trifluoropropionate or ethyl cyanoacetate and varying both the
substituted guanidine and the amino nucleophile which are used.

Preparation of certain compounds of formula Ile can be accomplished following
procedures outlined in Figure 14. According to the scheme depicted in Figure 14, a suitably

substituted guanidine (cxi, prepared from a protected hydroxypropylamine) is condensed with
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ethyl 2-nitroacetoacetate (or sinﬁlarly ethyl 2-triflnoromethylacetoacetate) to prbvidc the a
pyrimidinone (cxii). Removal of the protecting group, chlorination and cyclization using
procedures similar to those shown in Figure 13, produces the salt (cxiii). Subsequent
treatment of cxiii with a nucleophilic amine produces the target (cxiv).

The compounds used as initial starting materials in this invention may be
purchased from commercial sources or alternatively are readily synthesized by standard
procedures which are well know to those of ordinary skill in the art.

Some of the compounds of the present invention will exist as stereoisomers,
and the invention inciudes all active stereoisomeric forms of these compounds. In the case of
optically active isomers, such compounds may be obtained from corresponding optically active
precursors using the procedures described above or by resolving racemic mixtures. The
resolution may be carried out using various techniques such as chromatography with a chiral
solid support or a chiral solvent, repeated recrystallization of derived asymmetric salts, or
denvatization, which techniques are well known to those of ordinary skill in the art.

The compounds of the invention may be labeled in a vanety of ways. For
example, the compounds may contain radioactive isotopes such as, for example, H (tritium),
'*] (iodine-125) and "*C (carbon-14). Similarly, the compounds may be advantageously
joined, covalently or noncovalently, directly or through a linker molecule, to a wide variety of
other compounds, which may provide pro-drugs or function as carriers, labels, adjuvents,
coactivators, stabilizers, etc. Such labeled and joined compounds are contemplated within the

present invention,

Analysis of Compounds

The subject compounds and compositions were demonstrated to have
pharmacological activity in in vitro and in vivo assays, e.g., they are capable of specifically
modulating a cellular physiology to reduce an associated pathology or provide or enhance a
prophylaxis.

Certain preferred compounds and compositions are capable of specifically
inhibiting or suppressing cytomegalovirus infection. For the assessment of activity against
human CMV, a method was used which is similar to that described in Kohler, ef al., J. Virol.
68:6589-6597 (1994). Briefly, a recombinant human cytomegalovirus (HCMV) was made
containing a marker gene (luciferase) under the control of the promoter for the late 28 kDa viral
structural phosphoprotein pp28. Human foreskin fibroblast (HFF) cells were infected with the
recombinant HCMV virus (MOI 5), placed into 96-well plates, and cultured under standard
cell-culture conditions. Compounds that were evaluated for anti-HCMV activity were added to
the infected cells 1 hour later. The level of luciferase expression was measured 24 hours after

treatment with the test compounds. The biological activity of the test compounds 1s described -
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by their IC,, values, ti.. concentration of test compound that reduces recombinant HCMV late  —
gene expression (represented by luctferase expression in the HFF culture) by 50% relative to
control (vehicle-treated) infected cells. As an additional control, the cytotoxicity of test
compounds on untreated HFF cells was also evaluated in cultured cell growth experiments.

Table 1 provides biological data for selected compounds from the examples

below.
TABLE 1

Compound - IC,, (uM)

&
©
oo

1.0
2.0
0.4
2.0
0.3
3.0
3.0
10.0
0.1

~ wlale] o 3| 3| x| —=| = o] - 2 »

[

The following examples are offered by way of illustration and not by way of
limitation.
EXAMPLES

'H-NMR spectra were recorded on a Varian Gemini 400 MHz NMR
spectrometer. Significant peaks are tabulated in the order: number of protons, multiplicity (s,
singlet; d, doublet; t, triplet; g, quartet; m, multiplet; br s, broad singlet) and coupling
constant(s) in Hertz. Electron lonization (EI) mass spectra were recorded on a Hewlett Packard
5989 A mass spectrometer. Mass spectrometry results are reported as the ratio of mass over
charge, followed by the relative abundance of each ion (in parentheses). All reagents, starting
materials and intermediates utilized in these examples are readily availabie from commercial

sources or are readily prepared by methods known to those skilled in the art.
21
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EXAMPLE 1 - -

This example illustrates the synthesis of 2-(N-methylanilino)-4-(2-
methylimidazol-1-yl)-6-methyl-5-nitropyrimidine (a) and an isomer 4-(N-methylanlino)-2-(2-
methylimidazol-1-yl)-6-methyl-5-nitropynmidine (b).

N
ot G
A NO2 ﬁNOg N/jmo2
CrJL N” Me MS\N)’LN Me * ’:;\N/L
O -

5 To a stirred cold (-78°C) solution of 2,4-dichloro-6-methyi-5-nitropyrimidine
(2.25 g, 10.8 mmol, 1.0 eq) in THF (15 mL) was added 2-methylimidazole ( 977 mg, 11.9
mmol, 1.1 eq) in a solution of THF (15 mL) dropwise. After 1 hour, the dry ice bath was
replaced with a water ice bath and stirring was continued for an additional 2 hours and 15
minutes. At this ttrne N-methylaniline (4.6 ml., 43.2 mmo), 4.0 eq) was added. The reaction

10  solution was stirred 1 hour and 15 minutes at -78°C and at room temperature overnight. At this
time the solvent was removed and the residue was diluted with dichloromethane and washed
three times with 0.1M HCI and three times with saturated aqueous NaCl solution. The organic
phase was evaporated and the residue was purified by chromatography on silica gel (1:1
hexane/diethyl ether, 1% AcOH as eluant) to provide 209 mg of the target compound a (6%)

15  along with an jsomer {400 mg) and b (104.8 mg). '

(a) 'H NMR (400MHz) (CD,0D): 8 2.26 (3H, br s); 2.58 (3H, br s); 3.61
(3H, s); 6.88 (1H, s); 7.02 (2H, d); 7.31-7.34 (3H, m); 7.43-7.48 (2H, m). Anal. caled. for
C,.H,\N,O,: C, 59.25; H, 497; N, 25.91. Found C, 59.16; H, 4.95; N, 25.86.

(b) '"H NMR (400MHz) (CDCl,): § 2.40 (3H, s); 2.80 (3H, s); 3.55 (3H, s);

20 695 (1H, s); 7.13 (2H, m); 7.30-7.39 (3H, m); 7.86 (24, s).

EXAMPLE 2

This example illustrates the synthesis of 2-(N-methylanilino)-4-(2-
methylimidazol-1-yI)-6-ethyl-3-nitropyrimidine (c).
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Q}—Me [N- )—Me

02
Me. NJ\T\{IIMF.- Me. N/'\fLN/ Me

e

To a stirred, cold (-78°C) solution of a (54.4 mg, 0.168 mmo!, 1.0 eq) in THF
(1.0 mL) was added LiN(SiMe,),, ( 0.20 mmol, 0.20 mL, of a 1.0M/THF solution) dropwise.
After stirring for 10 minutes, Mel (0.105 mi., 1.68 mmol, 10 eq) was added dropwise. The
reaction was kept at -78°C for 40 minutes and stirred for an additional 4 hours at 0°C. A small
portion of acetc acid {(0.25 mL) was poured into the flask and the brown residue was
evaporated to dryness. The residue was then dissolved in dichloromethane and washed three
times with sarurated aqueous NaCl solution and the organic phase was evaporated to dryness to

provide a crude yellow oil.

Purification was carried out by column chromatography on silica gel with 1:1
hexane/diethyl ether, 1% AcOH, 3% MeOH as eluant, to provide 21.4 mg of the desired
product (37%). _

(c) 'H NMR (400MHz) (CD,0OD): § 1.29 (3H, br s); 2.28 (3H, br s); 2.86
(2H, br s); 3.63 (3H, s); 6.89 (1H, s); 7.02 (1H, s); 7.30-7.39 (3H, m); 7.42-7.49 (2H, m).
MS ESI mv/z (relative intensity): M+H, 339.2 (100); M+Na, 361.1 (15).

EXAMPLE 3
This example illustrates the synthesis of 2-(IN-benzyl-N-methylamino)-4-(2-
methylimidazol-1-y1)-6-methyl-5-nitropyrimidine (d), 2,4-bis-(N-benzyl-N-methylamino)-6-

methyl-5-nitropyrimidine (e) and 4-(N-benzyl-N-methylamino)-2-(2-methylimidazol-1-yl)-6-
methyl-5-nitropyrimidine (f). :
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N
| Q%Me Me\N
Me,
N2 )\TN% N,,5:»:02 N
cﬂ Me M&NlN/ Me MG\N)LN Me M‘; mN
oI o NN S

d e f

To a stirred, cold (-78°C) solution of 2,4-dichioro-6-methyl-5-nitropyrimidine
(187.7 mg, 0.9 mmol, 1.0 eq) in THF (2.25 ml.} and EtOH (2.25 mL) was added
2-methylimidazole (148 mg, 1.8 mmol, 2.0 eq) in a solution of EtOH (2.25 ml.) dropwise.
After 45 minutes, the dry ice bath was replaced with a water ice bath and the mixture was
stirred for an additional 2.2 hours. At this time N-methylbenzylamine (0.465 mL, 3.6 mmol,
4.0 eq) was added. After stirring for 2.7 hours, the solvents were removed by evaporation.
The residue was diluted with dichloromethane and washed three times with 0.1M HCl and
three times with saturated aqueous NaCl solution. Solvent was removed from the organic
phase and the residue was purified by chromatography on silica gel (1:1 hexane/diethyl ether,
1% AcOH, as eivant) to provide d (32 mg), e {116.3 mg) and f (104.8 mg).

(d) 'H NMR (400MHz) (CDCL,): & 2.30 (1.5H, s); 2.53 (1.5H, s); 2.57
(1.5H, s); 2.59 (1.5H, s); 3.15 (1.5H, s); 3.27 (1.5H, s); 4.88 (1H, s); 4.97 (1H, s); 6.87
(0.5H, s); 6.90 (0.5H, s); 6.96 (0.5H, s); 6.99 (0.5H, s); 7.16 (14, d); 7.24-7.37 (4H, m).
MS ESI mv/z (relative mtensityy: M+H, 339.2 (100); M+Na, 361.1 (8)

(e) 'H NMR (400MHz) (CDCL,): § 2.49 (3H, s); 2.79 (3H, s); 2.90-3.20 (3H,
br m); 4.70-4.88 (4H, br m); 7.12-7.35 (10H, br m). MS ESI m/z (relative intensity): M+H,
378.2 (100); M+Na, 400.1 (15}

(f) '"H NMR (400MHz) (CDCL): § 2.52 (3H, s); 2.67 (3H, s); 2.90 (3H, s);
4.92 (2H, s); 6.89 (1H, s); 7.20 (2H, d); 7.28-7.35 (3H, m}; 7.74 (1H, s). MS ESI m/z
(relative intensity): M+H, 339.2 (100).

EXAMPLE 4

This example illustrates the synthesis of of 2-(N-methyl-4-chloroanilino)-4-(2-

methylirmnidazol-1-yl}-6-methyl-5-nitropyrimidine (g).

24
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ﬂ o NO2 CL\Q\ ﬁ )ﬁ:NOE
Cr)\N/ Me /l\N/ Me

N
Me

To a stirred, cold (-78°C) solution of 2,4-dichloro-6-methyl-5-nitropyrimidine
(207.5 mg, 1.0 mmol, 1.0 eq) in THF (2.25 mL) and EtOH (2.25 mL.) was added
2-methylimidazole ( 164 mg, 2.0 mmol, 2.0 eq) in a solution of EtOH (2.25 ml.) dropwise.
After 45 minutes, the dry ice bath was replaced with a water ice bath and stirring was continued
for an additional 2.25 hours. 4-Chloro-N-methylaniline (0.485 mL, 4.0 mmol, 4.0 eq) was
then added and the reaction solution was stirred for 2.7 hours. Solvent was removed by
evaporation and the residue was diluted with dichloromethane, washed three times with 0.1M
HC, three times with saturated aqueous NaCl solution and dried over MgSO,. Solvent was
removed from the organic phase and the residue was purified by silica gel chromatography (1:1
hexane/diethy! ether, 1% AcOH as eluant) to provide g (55.9 mg, 15.6%).

(g) 'H NMR (400MHz) (CD,0D): & 2.30 (3H, br s); 2.57 (3H, br s); 3.59
(3H, s); 6.91 (1H, s); 7.02 (1H, s); 7.36 (2H, d); 7.44 (2H,d). MS ESI m/z (relative
intensity): M+H, 359.1 (100).

EXAMPLE

This example illustrates the synthesis of 2-(N-methylanilino)-4-(2-
methylimidazol-1-yl)-6-isopropyl-5-nitropyrimidine (h).

qx—Me .[;IK{Me

l N NO2 i N NO»
M
Mo~ Me Mo v N ©
@ @ N
a h

To a stirred, cold (-78°C) solution of a (38.6 mg, 0.12 mmol, 1.0 eq) in THF
(0.5 mL) was added NaH (9.5 mg, 60% in oil 0.24 mmol, 2.0 eq). After stimng for 15
minutes, Mel (0.074 mL, 1.19 mmol, 10 eq) was added. The reaction was kept at -78°C for 2
25 ’ ¥
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hours, then stirred an additional 2.5 hours at 0 °C. A small portion of acetic a'c::id (0.25 mL)
was poured into the flask and the brown mixture was evaporated to dryness. The residue was
dissolved into dichloromethane, washed three times with water and three times with saturated
aqueous NaCl solution. Solvent was removed from the organic phase and the product was
purified by silica gel chromatography (1:1 hexane/diethyl ether, 1% AcOH as eluant) to provide
the target compound (13.3 mg 33%).

(h) 'H NMR (400MHz) (CDCl,): § 1.20-1.35 (6H, m); 2.29 (3H, br s); 3.24
(1H, i'n); 3.62 (3H, s); 4.92 (2H, s); 6.89 (1H, br s); 7.03 (1H, br s); 7.30-7.40 (3H, m);
7.71-7.48 (2H, m). MS ESI m/z (relative intensity): M+H, 353.1 (100). |

EXAMPLE 6

Tns example illustrates the synthesis of 2-(N-benzyl-N-methylamino)-4-(2-
methylimidazol-1-yl)-6-ethyl-5-nitropyrimidine (j).

[ N)‘—Me [_ ri—Me

Sy e NO2
Me\N l\f NZ “Me M&Ni{j(\/h&e

d i

To a stirred, cold (-78°C) solution of d (57.7 mg, 0.170 mmol in THF (0.5
mL} was added LiN(SiMe,),, (0.17 mL, 0.17 mmol, 1.0 eq, 1.0M/THF) dropwise. After
stirring for 10 minutes, Mel (0.106 mL, 1.70 mmol, 10 eq) was added dropwise. The
reaction was kept at -78°C for 2 hours and then stirred for an additional 3 hours at 0°C. A
small portion of acetic acid (0.25 mL) was poured into the flask and the brown mixture was
evaporated 1o dryness. The residue was dissolved into dichloromethane, washed three
tumes with water, three times with saturated aqueous NaCl solution and the organic phase
was evaporated to dryness. The target compound was obtained following silica gel
chromatography (1:1 hexane/diethyl ether, 1% AcOH, 3% MeOH as eluant). Yield: 30.3
mg (50.4%). '

() '"H NMR (400MHz) (CD,OD): § 1.26-1.41 (3H,m); 2.21 (1.5H,s); 2.45
(1.5H, s); 2.86-2.94 (2H, m); 3.22 (1.5H, s); 3.35 (1.5H, s); 4.93 (1H, s); 5.05 (1H,s); 6.91
(0.5H, s); 6.94 (0.3H, s); 7.07 (0.5H, s); 7.12 (0.5H, s); 7.23-7.38 (5H, m). MS ESI m/z
(relative intensity): M+H, 353.1 (100).
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EXAMPLE7

This example illustrates the synthesis of 2-(N,N-diethylamino)-4-(2-
methylimidazol-1-yl)-6-methyl-5-nitropyrimidine (k).

{3 we

|
,1 § NO» )I
. Ct)\N/, Me Me/'\N)\

To a cooled (-78°C) solution of 2,4-dichioro-6-methyl-3-nitropyrimidine
5 (208 mg, 1.0 mmol, 1.0 eq. in 2 mL each of EtOH and THF) was added 2-methylimid-
azole (164 mg, 2.0 mmol, 2.0eq.) in 2 mL of EtOH. The resulting mixture was stirred for
1 hour at -78°C, then for 2 hours at 0°C. Diethylamine (0.413 mL, 4.0 eq.) was added
dropwise and the reaction was stirred overmight. The resulting mixture was diluted with
dichloromethane, washed with 0.1N HCl, saturated NaCl, dried (MgS0O,), and filiered.
10  Solvent was removed by evaporation and the residue was purified by silica gel
chromatography to provide 35 mg of the target compound k as an oil.
(k) 'H NMR (400MHz, CDCl;): 8 1.15-1.23 (3H, m); 2.48 (3H, 5); 2.53
(3H, s); 3.59-3.60 (2H, q); 3.68-3.70 (2H, q); 6.86 (1H, s); 6.95 (IH, s). MS ESI m/z
(relative intensity): M+H, 291.2 (100).
15 In a similar manner, the following compounds were prepared using the

indicated amine in place of diethylamine. Each was obtained as a yellow oil.

[ K—Me (I}—Me

PN S ltf on /'\J:[ 2‘
O O

27

et ——.




10

15

20

WO 99/41253 c . »CTUS99/03136
2-(N-benzylbutylamino)-4-(2-methylimidazol-1-yl )-6~mcLhy1—3-hitropyrimi dine —
Compound m (N-butylbenzylamine) - 40 mg. 'H NMR (400MHz, CDCl,): § 0.86-0.95 (3H,
m); 1.23-1.38 (2H, m), 1.51-1.68 (2H, m); 2.52 (3H, m); 3.52 (2H, t); 4.83 (1H, s); 6.80
(1H, s); 6.92 (1H, s); 7.13 (2H, d); 7.26-7.31 (3H, m). MS ESI m/z relative intensity: M+H,
381.2 (100).
2-(N-methylbutylamino)-4-(2-methylimidazol-1-yl}-6-methyl-5-nitropyrimidine
Compound n (N-methylbutylamine) -- 68 mg. '"H NMR (400MHz, CDCJ,): 5 0.95 (3H, 1);
1.32 (2H, m}, 2.51 (3H, br s); 2.55 (3H, s); 3.15-3.24 (3H, d); 3.58-3.72 (2H, 1); 6.85 (1H,
s); 6.95 (1H, s). MS ESI mv/z (relative intensity) M+H, 305.4 (100).
2-(N,N-dibenzyiamino)-4-(2-methylimidazol- 1-yl)-6-methyl-3-
nitropyrimidine Compound o (Dibenzylamine) -- 20 mg. 'H NMR (400MHz, CDC),): &
2.53 (3H, br s); 2.55 (3H, br s); 4.81 {2H, s); 4.96 (2H,s); 6.85 (1H, s); 6.95 (1H, s).
MS ESI mvz (relative intensity) M+H, 415.6 (100).

)_ Me q K—Me

/L/& MNNJ\JI\IE:Zz
= <

p q

Compound p (4-methylpiperidine) — 45 mg. 'H NMR (400MHz, CDCl,):
51.12-1.16 (3H, m); 2.46 (3H, s); 2.51 (3H, s); 3.40-3.47 (8H, m); 6.84 (1H, s); 6.99
(1H, s). MS ESI m/z (relative intensity): M+H, 317.1 (100).

Compound q (N-(cyclopropylmethyl)butylamine) - 41 mé. 'H NMR
(400MHz, CDCl,): § 0.23-0.64 (4H, m); 0.89-0.93 (3H, m); 1.18 (1H, t}; 1.59-1.73 (2H, m);
2.49-2.51 (3H, d); 2.54-2.55 (3H, d); 3.46-3.58 (2H, m). MS ESI m/z (relative intensity):
M+H, 331.2 (100).

EXAMPLE 8

This example illustrates the synthesis of 2-(N-methylanilino)-4-pyrrolidino-6-
methyl-5-nitropyrimidine (r).
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! N
X LY
Cr/l\N/ Me r[qJ\N Me
Me ‘
r

To a cooled (-78°C) solution of 2,4-dichloro-6-methy!-5-nitropyrimidine (208
mg, 1.0 mmol, 1.0 eq. in 2 mL each of EtOH and THF) is added of pyrrolidine (78mg, 1.1eq)
in 1.0 mL of EtOH. The resulung solution is stirred for 1 hour at -78°C, then for 2 hours at
0°C. N-methylaniline (0.432 mL, 4.0 eq.) is added dropwise and the reaction is stirred
overnight. The resulting mixture is diluted with dichloromethane, washed with 0.1N HC],
saturated NaCl, dned (MgSO,), and filiered. Solvent is removed by evaporation and the
residue is purified by chromatography to provide the target compound (r).

EXAMPLE 9

This example illustrates the synthesis of 2-(N-Methyl-N-benzylamino)-4-(2-
methylimidazol-1-yl)-5-nitropyrimidine (s).

[ 3o
N

ci p N.O 2 @/\wlﬁw

e

To a solution of 2,4-dichloro-3-nitropyrimidine (200 mg, 1.0 mmol) in
dioxane (5 mL) at 80 °C was added 2-methylimidazole (85 mg, 1.0 mmol) and N-methyl-
N-benzylamine (133 pl., 1 mmol). The solution was stirred overnight at 80 °C, cooled,
and directly chromatographed (1/1 hexane diethyl ether) to yield the title compound (s).

(s) '"H NMR (400MHz) (CD30D): § 3.09 (s, 1.5H), 3.17 (s, 1.5H), 3.18
(s, 1.5H), 4.5-4.8 (m, 2H), 7.2-7.5 (m, 8H).
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E TE 10

This example illustrates the synthesis of 2-(N‘Méthylanilino)-4-(4—
methylimidazol- 1-yl)-6-methyl-5-nitropyrimidine (t).
M
N
T
I N

SN G ® o
CI)\N Me r}l’J\N Me
Me
t'

To a solution of 2,4-dichioro-6-methyl-5-nitropyrimidine (150 mg, 0.72
mmol) in dioxane (5 th) at 80 °C was added 4-methylimidazole (60 mg, 0.72 mmol) and
N-methylaniline (77 mg, 0.72 mmol). The solution was stirred overnight at 80 °C, cooled,
and directly chromatographed (1/1 hexane diethy! ether) to yield the title compound (t).

(t) '"H NMR (400MHz) (CD30D): 8 2.37 (s, 3H), 2.74 (s, 3H), 3.30 (s,
3H), 7.25-7.55 (m, 5H), 7.75 (s, 1H), 9.31 (s, 1H).

EXAMPLE 1]

This exampllc illustrates the synthesis of 2-(4-benzylpiperazin-1-yl)-4-(2-
methylimidazol-1-yl)-6-methyl-5-nitropyrimidine (u).

I [; %—Me.
I\1&%2 ,ﬁjNOz
CI/LN Me T o O/LN Me

To a solution of 2,4-dichloro-6-methyl-5-nitropyrimidine (175 mg, 0.84
mmol) in dioxane (5 mL) at 80 °C was added 2-methylimidazole (85 mg, 0.84 mmol) and
1-benzylpiperazine (148 uL, 0.84 mmol). The solution was stirred overnight at 80 °C,
cooled, and directly chromatographed (1/1 hexane diethyl ether) to yield the title compound

{u).
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(u) "t NMR (400MHz) (CD,OD): & 2.42 (s, 3H), 2.60 (s, 3H), 3.38 (br

s, 4H), 3.80 (br s, 4H), 4.38 (s, 2H), 7.30-7.55 (m, 7H). MS ESI 347 m/e (relative
intensity): M+H, 348.0 (100).

EXAMPLE 12

This example illustrates the synthesis of 2-(4-trifluoromethylbenzylamino)-
4-(2-methylimidazol-1-yl)-6-methyl-5-nitropyrimidine (v).

[I:j\‘\Me

CrJ\N/ Me /Q/\H NZ “Me
FsC

Y

To a stirred mixture of 2-chloro-4-hydroxy-6-methyl-3-nitropyrimidine (300
mg, 1.58 mmol, 1.0 eq) in absolute ethanol (20 mL} was added 4-(triflucromethyl)-_
benzylamine (540 mg, 3.1 mmol, 2.0 eq), and sodium acetate (130 mg, 1.58 mmeol, 1.0 eq).
The mixture was slowly heated and the resulting solution refluxed for 22 hours. The mixture
was then cooled and ethanol was removed in vacuo. The oily residue was dissolved in ethyl
acetate and washed three times with 1M HCl, three times with saturated NaCl solution, then
dried over MgSO,. Removal of solvent provided a crude yellow solid intermediate which was
dried under vacuum then dissoived in 4 mL of POCI, with heating (95-100°C) for 0.5 hours.
The POCI, was removed by rotary evaporation and the crude brown product was purified using
chromatography (1:1 hexane/dichloromethane) to provide a chloropyrimidine intermediate (313
mg}, which was carried on directly without additional purification.

To a stirred solution of the above chioropyrimidine (150 mg, 0.4 mmol, 1.0 eq)
in acetonitrile (2.5 mL) was added 2-methylimidazole (142 mg, 1.7 mmol, 4.0 eq). The
resulting mixture was heated at reflux for 5 hours, cooled, and the solvent removed by rotary
evaporation. The residue was dissolved in ethyl acetate, washed with 0.1M HCI, water, brine
and dried over MgSO, to give a crude yellow solid following removal of soivent. The solid
was purified using chromatography with 2.5% MeOH/dichloromethane to give a yellow oil.
The title compound was obtained by precipitation from dichloromethane and hexane. Yield:
152.3 mg, 51% from the starting 2-ch10ro—4—hydroxy-6—methyl-S-nitropyrimidine.

(v) 'H NMR (400MHz) CDCl, § 2.28 (1.5H, s); 2.42 (1.5H, s); 2.55 (1.5H,
s);- 2.58 (1.5H, s); 4.71 (1H, d); 4.80 (1H, d); 6.67 (0.5H, br s); 6.80 (0.5H.,br 5); 6.88 (1H,
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d); 6.96 (1H, s); 7.41 (1H, d); 7.49 (1H, d); 7.62 (2H, d). MS ESI m/z (retdtive intensity):  —
M+H 392.9 (100).

EXAMPLE 13

This example illustrates the preparation of 2-((1-phenyl-1-propyl)amino)-4-
(imidazol-1-yl)-6-methyl-3-nitropyrimidine (w) using an altermate procedure for the addition of

an imidazole group to the pyrimidine nucieus.
N
[
N

' b
Ha J\ijoz | Hy , )\Imoz
N° N° Chs | ﬁ/LN CHa

To a stirred solution of 2-((1-phenylpropyl)amino)4-hydroxy-6-methyl-5-
nitropyrimidine (78 mg, 0.27 mmol, 1.0 eq, prepared in a manner similar to that in Example 12
above) in pyridine (1 mL) was added trifluoroacetic anhydride (115 pL, 0.81 mmol, 3.0 eq).
The muxture was stirred for 15 minutes, then imidazole (184 mg, 2.7 mmol, 10 eq) was added,
and the mixture was stirred overnight. Pyridine was removed by rotary evaporation and the
dark residue was dissolved in ethyl acetate and washed with 0.1M HCI, followed by brine.
The crude solid obtained after removal of solvent was ;Suriﬁed by chromatography on silica gel

" (2.5% MeOH/CH,Cl,) to give 36.1 mg (42%) of the title compound.

(w) 'H NMR (400MHz) CDCI, § 0.99 (3H, m); 1.73-2.02 (2H, m); 2.48 (3H,
s); 4.81 {(0.66H, dd); 5.07 (0.33H, dd); 6.16 (0.66H, d); 7.02 (0.33H, d); 7.08-7.12 (2H,m);
7.25-7.38 (5H, m); 7.89 (0.66H, s); 8.18 (0.33H, s). MS ESI m/z (relative intensity): M+H
339.2 (100).
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EXAMPLE 14

This example illustrates the synthesis of pyrimidine derivatives having an
alkoxy group in the 2-position, exemplified by 2-(1-propyloxy)-4-(2-methylimidazol-1yl)-6-
methyl-5-nitropynmdine (X).

)\_CHS

po ﬁ
AL, ooy

To a flask charged with n-propanol (5 mL) was added NaH (128 mg, 60% in
oil 3.19 mmol, 2.0 eq) and the mixture was stirred under nitrogen for 10 minutes. The
resulting solution was transferred via canula into a flask containing a solution of 2-chloro-4-
hydroxy-6-methyl-5-nitropyrimidine (302 mg, 1.6 mmol, 1.0 eq) in n-propano] (5 mL). The
resulting mixture was heated in an oil bath at 100 °C for 1 hour, poured into a separatory funnel
containing dilute HC1 and extracted with dichloromethane. The organic phase was separated
and washed with water, brine and dried over MgSO, to give a crude solid (yield 297 mg) after
removal of solvent. The crude solid was heated in neat POCI, (3 mL) for 6 minutes at 85-
90°C, cooled on ice, and the POCI; was remoﬁcd in vacuo. The chloropyrimidiné intermediate
was purified via chromatography to provide 117 mg of the intermediate which was converted to
the title compound using methods described in Example 12. The product was obtained as a
yellow oil (191 mg, 43% from 2-chloro-4-hydroxy-6-methyl-5-nitropyrimidine).

(x) '"H NMR (400MHz) CDCl, § 1.04 (3H, t); 1.86 (2H, dq); 2.52 (3H, s);
2.61 (3H, s); 4.38 (2H, t); 6.90 (1H, d); 6.98 (1H, d). MS ESI m/z (relative intensity): M+H
278.1 (100).

EXAMPLE 15

The compounds listed in Table 2 were prepared using the procedures outlined in
Examples 12-13. Compounds were tested in the CMV assay described above and exhibited the
following levels of activity: +, ICg > 500 nM; ++, 100 nM < IC,, < 500 nM; +++,IC, <
100 nM.

.
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TABLE 2
N
7y
(l:)\ﬁc
N0z
L RD\NJ\N/ Re
Ra
7 R® R® R* R m/z (m+1) Antiviral
Activity
e H Me Me 3629 ++
Nog
i o H Me Me 353.1 ++
me
T e H E Me 391.1 ++
Cl
s H E Me 406.9 ++
F/dcl
F e~ H Me Me 3717.1 ++
i Ci
e H Et Me 391.1 +4
?Fs‘“"l H Me Me 3111 s
F
CFy =~~~ H E Me 425.1 ++
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TABLE 2 (cont'd)

PCTAIS99/03136

R R R R m/z (m+1) | Antiviral
Activity
%l rnn H Me Me 377.1 ++
F -
e H Me Me 393.1 ++
C\Q)
Cl
e H Me Me 411.1 4+
Faiﬂ
F
e H Me Me 361.1 ot
F
r e H Me Me 409.1 _ ++
o H H Me 339.2 +
me
o H H Me 347.1 +
F\d
| F
I e H Me Me 343.1 ++
F/©)
s H Me Me 393.1 ++
CD)
C
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TABLE 2 (cont’d)
R* R® R R m/z (m+1) Antiviral |
Activity
e b3 Me Me 3591 .
C\@)
e H Me Me 3501 rars
C(©/‘
- H Me Me 392.1 +++
F3Rd
ene H Me Me 339.1 +
%l ---| H Me Me 359.1 +++
ore H Me Me 461.1 +
Fa
|
Fa
v H Me Me 393.1 +++
O
Cl
R H Me Me 3931 ++
Ic
| - H Me Me 339.1 ++
Hg“\d
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TABLE 2 (cont’d)

PCT/US99/03136

R R K B m/z (m+1) | Antiviral
Activity
— H e Mc 203.0 a—
Bf@)
— 3 Me Mo 3431 -y
= 5 Me Ve 3551 s
HacU
p— 3 Me e 336.1 ™
-
w
N
— H N Ve 376.1 ury
I =
=N
— B Me Me 385.1 ++
”it@”
Me
poe g e Me 3791 s
F
F
F
F B Me Me 379.1 —
F
F
— H Me Me 3791 s
F
F
F
H Me Me 3791 +—+

ti
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“ TABLE 2 (cont’d)
r r R RT Wiz (mil) | Antiviral
Activity
p— H Me Ve " 361.1 rors
o
F
e H . Me Me 411.1 +++
L
F
?Hgm H Me Me 373.1 =+
Cl
— 5§ H ME 335.1 ¥
: :CH;;
e H Me Me 339.1 ++
: CHs
pove 1 Ve M 361.1 =
F

X,
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EXAMPLE 16

The compounds listed in Table 3 were prepared using procedures similar to
those outlined in Examples 12-14. Compounds were tested in the CMV assay described above
and exhibited the following levels of activity: +, IC,, > 500 nM.

TABLE 3
N
-
(L
Q/LN/ RC
Ra
R- R® R* m/z (m+1) Antiviral
Activity
n-propy! Me Me 278.1 +
n-propyl H Me 264.1 o+
n-buty] Me Me 292.2 +
n-butyl H Me 278.1 +
phenethyl H " Me 326.1 +
methyl Me Me 250.1 +
ethyl Me Me 264.1 +
benzyl H Me 312.2 +
3-methoxy-1- H Me 308.1 +
butyl
3-methoxy-1- Me Me 3223 +
butyl
3,3-dimethyl-1- H Me 306.2 +
butyl
3,3-dimethyl-1- Me Me 320.1 +
butyl

;
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EXAMPLE 17

This example illustrates the synthesis of 2-(2-indanamino)-4-(2-methylimidazoi-
1-y1}-6-methyl-5-nitropyrimidine.

\>‘CH3

Q:L,L)IE

2-(2-Indanamino)-4-chloro-6-methyl-5-nitropyrimidine prepared according to
the procedure of Example 12, but using 2-indanamine as the nucleophile, (56 mg, 0.18 mmol)
was dissolved in 2.0 mL EtOH followed by the addition of 2-methylimidazole (38 mg, 0.46
mmol, 2.5 equiv). The resulting yellow solution was placed in an 80 °C bath and allowed to
stir for 24 hours. The solution was then concentrated under reduced pressure. Purification by
flash chromatography (8i0,, 2% MeOH/CH,Cl,) gave 34 mg of the (52%) title compound as
an amorphous yellow: mp 203-204 °C.

"H NMR (CD(l,, 400 MHz, mixture of rotamers) 6 7.28-7.13 (m, 5 H), 6.99
(s, 0.5 H), 6.96 (s, 0.5 H), 6.17 (d, J = 7.9 Hz, 0.5 H), 6.06 (d, J = 7.3 Hz, 0.5 H), 4.93
(m, 0.5 H), 4.73 (m, 0.5 H), 3.45-3.34 (m, 2 H), 2.94 (dd, J = 4.8, 16.2 Hz, 1 H), 2.89
(dd, J = 4.3, 16.0 Hz, 1 H), 2.71 (s, 1.5 H), 2.65 (s, 1.5 H), 2.63, 5, 1.5 H), 2.53 (5, 1.5
H); MS ESI m/z (relative intensity): 351.2 (M + H, 100). Anal. caled for C,;H,;N,O,: C,
61.70; H, 5.18; N, 23.99. Found: C, 61.08; H, 5.22; N, 23.57.

EXAMPLE 18

This example illustrates the synthesis of 2-(2-indanamino)-4-imidazol-1-yi-6-

el ,EI%

2-(2-Indanamino}-4-chloro-6-methyl-5-nitropyrimidine (66.8 mg, 0.22 mmol)
was dissolved in 2.0 mL EtOH followed by the addition of imidazole (37 mg, 0.54 mmol, 2.5
equiv). The yellow solution was heated to 80 °C for 18 hours. The solution was then
concentrated under reduced pressure and purified by flash chromatography (Si0,, 2%

40

methyl-5-nitropyrimidine.
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MeOH/CH,C1,) to give 52.1 mg (71%) of the product as an amorphous yellow solid (0.155
mmol): mp 177-178 °C.

'H NMR (CDCl,, 400 MHz, mixture of rotamers) & 8.23 (s, 0.5 H), 8.16 (s,
0.5 H), 7.28-7.11 (m, 6 H), 6.09 (broad s, 0.5 H), 5.91 (d, J = 7.2 Hz, 0.5 H), 4.93 (m, 0.5
H), 4.79 (m, 0.5 H), 3.40 (dd, J = 7.0, 159 Hz, 2 H), 2.91 (dd, J = 4.1, 15.8 Hz, 2 H),
2.56 (s, 1.5 H), 2.46 (s, 1.5 H); ); MS ESI(relative abundance) 337.1 (M + H, 100). Anal.
caicd for C;H [N,O,: C,60.71; H, 4.79; N, 24.99. Found: C, 60.29; H, 4.89; N, 24.69.

EXAMPLE 19

This example illustrates the synthesis of 2-(4,6-difluoro-1-indanamine)-4-
(imidazol-1-yl)-6-methyl-5-nitropyrimidine.

N

\
Ly
el oo
u)\m/ CHa
F

2-(4,6-Diflucro-1-indanamino)-4-chloro-6-methyl-5-nitropyrimidine prepared
according to the procedure of Example 12, using 4,6-difluoro-1-indanamine as the nucleophile
(56 mg, (.16 mmol) was dissolved in 2.0 mL EtOH followed b_y the addition of imidazole (28
mg, 0.411 mmol, 2.5 equiv). The solution was heated to 80 °C for 23 hours. The solution
was then concentrated under reduced pressure and purified by flash chromatography (SiO,,
2% MeOH/CH,CI,) to give 35.5 mg (58% yield) of the product as an amorphous yellow sohd.
mp 175-176 °C.

'H NMR (CDCl,, 400 MHz, mixture of rotamers) § 8.09 (s, 0.5 H), 8.06 (s,
0.5 H), 7.26-7.10 (m, 2 H), 6.82 (dd, / = 7.6, 11.6 Hz, 1 H), 6.72 (dd, J = 8.8, 8.8 Hz, 1
H), 5.95 (broad s, 0.5 H), 5.82 (d, J = 8.4 Hz, 0.5 H), 5.72 (m, 0.5 H), 5.56 (m, 0.5 H),
3.05(m, 1 H),2.87 (m, 1 H), 2.73 (m, 1 H), 2.55 (s, 1.5 H), 2.49 (s, 1.5 H), 1.98 (m, 1
H); ); MS ESI(relative abundance) 373.1 (M + H, 100). Anal. calcd for C,H, ,F;NO,: C,
54.84; H, 3.79; N, 22.57. Found: C, 54.95; H, 3.76; N, 22.32.

EXAMPLE 20

This example illustrates the synthesis of 2-(4,6-difluoro-1-indanamino)-4-(2-
methylirmnidazol-1-y1)-6-methyl-5-pitropyrimidine.

41 .S
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N
[ S~c,
L
ﬁ)\w/ CHs

F

2-(4,6-Difluoro-1-indanamino)-4-chloro -6-methyl-5-nitropyrimidine (56 mg,
0.16 mmol) was dissolved in 2.0 mL EtOH followed by the addition of 2-methylimidazole (34
mg, 0.41 mmol, 2.5 equiv) and the solution was heated to 80 °C with stirring for 26 hours.
The solution was then concentrated under reduced pressure and purified by flash
chromatography (5i0,, 2% MeOH/CH,Cl,) to give 42.6 mg (67% yield) of the as an
amorphous yellow solid. mp 164-165 °C.

‘H NMR (CDCl,, 400 MHz, mixture of rotamers) & 6.98 (s, I H), 6.90 (s, !
H), 6.81 (m, 1 H), 6.71 (m, 1 H), 5.87-5.81 (m, 1 H), 5.73 (m, 0.5 H), 5.54 (m, 0.5 H),
3.05 (m, 1 H), 2.82 (m, 1 H), 2.70 (m, ! H), 2.60 (s, 1.5 H), 2.53 (s, 1.5 H), 2.51 (s, 1.5
H), 2.46 (s, 1.5 H), 1.98 (m, 1 H); ); MS ESI(relative abundance) 387.1 (M + H, 100).
Anal. caled for C H,;F,NO,: C, 55.96; H, 4.17; N, 21.75. Found: C, 56.15; H, 4.59; N,
20.71.

EXAMPLE 21

This example illustrates the synthesis of 2-(4,6-difluoro-1-indanamino)-4-(2-

ethylirmdazol-1-yl)-6-methyl-5-nitropyrimidine.
N
N
F N7 NOZ
M
N~ “N” “CHj
H
F

2-(4,6-Difluoro-1-indanamino)-4-chloro -6-methyl-5-nitropyrimidine (56 mg,
0.16 mmol) was dissolved in 2.0 mL EtOH followed by the addition of 2-ethylimidazole (39
mg, 0.41 mmol, 2.5 equiv} and the solution was heated to 80 °C for 23.5 hours. The solution
was then concentrated under reduced pressure and purified by flash chromatography (Si0,, 2%
MeOH/CH,CL,) to give 39.6 mg (60% yield) of the product as an amorphous yellow solid: mp
88-89 °C.
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'H NMK (CDCl,, 400 MHz, mixture of rotamers) 8 7.02 (s, 1 H), 6.88 (s, 1
H), 6.81 (m, 1 H), 6.72 (m, 1 H), 5.85 (d, / = 9.0 Hz, 0.5 H), 5.81-5.70 (m, 1 H), 5.55 (m,
0.5 H), 3.04 (m, 1 H), 2.86-2.64 (m, 4 H), 2.60 (s, 1.5 H), 2.53 (s, 1.5 H), 1.98 (m, 1 H),
1.29 (1, J = 7.5 Hz, 3 H); MS ESlI(relative abundance): 401.1 (M + H, 100). Anal. calcd for
C,H,;F.NO,: C, 57.00; H, 4.53; N, 20.99. Found: C, 56.93; H, 4.50; N, 20.71.

EXAMPIE 22

This example illustrates the synthesis of 2-(2-indanamino)-4-(2-methylimidazol-
1-y1)-6-methyl-5-nitropynimidine, monohydrochloride salt.

N
[;\>\CH3

“HC!
L~

N° N TCH
N 3

2-(2-Indanamino)-4-chloro-6-methyl-5-nitropyrimidine (310 mg, 1.02 mmol)
prepared in Example 17was dissolved in 7 mL EtOH followed by the addition of 2-.
methylimidazole (600 mg, 7.3 mmol, 7.2 equiv). The resuiting yellow solution was then
heated at 80 °C with magnetic stirring. After 24 hours the solution was concentrated under
reduced pressure and purified by flash chromatography (SiO,, 2% MeOH/CH,CI,) to give
303.6 mg of the free base as a yellow solid (0.867 mmol). Th'c yellow solid was then
dissolved in 3 ml anhydrous THF foliowed by the addition of 2 mL (8.0 mmol, 9.2 equiv} of
2 4.0 M solution of HCl in 1,4-dioxane. A precipitate was immediatly formed, and the
resulting slurry was allowed to stir for 10 min. The slurry was then concentrated under
reduced pressure, taken up in 3 mL THF, and concentrated again. The resulting yellow solid
was recrystallized from hot EtQAc to give 179 mg (45% yield) of the hydrochloride salt as light
yellow needles: mp 184-185 °C.

'H NMR (CD,OD, 400 MHz, mixture of rotamers) & 7.76 (d, J = 2.2 Hz, 0.5
H),7.71(d, J=22Hz,05H),7.64 (d,J=22Hz,05H),7.61(d,J=22Hz 05H),
7.22 (m, 2 H), 7.15 (m, 2 H), 4.92 (m, 0.5 H), 4.72 (m, 0.5 H), 3.41-3.31 (m, 1 H), 2.97
(m, 1 H), 2.73 (s, 1.5 H), 2.72 (s, 1.5 H), 2.68 (s, 1.5 H), 2.65 (s, 1.5 H). Anal. calcd for
C,;H;N,O,*HCI: C, 55.89; H, 4.95; N, 21.73; C], 9.16. Found: C, 55.89; H, 5.00; N,

) . -
21.56; Cl, 9.14. -

/-‘
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XAMPLE 23

This example 1llustrates the synthesis of 2-(cis-2-ethylcyclohexylamino)-4-

imidazol-1-yi-6-methyl-5-nitropyrimidine.

N
G,

>
NO;
P
ﬁ/LN/ CHa

HaC

2-(cis-2-Ethylcyclohexylamino)-4-chloro-6-methyl-5-nitropyrimidine (58.6 mg,

-0.196 mmol} was dissolved in 2.0 mL. EtOH followed by the addition of imidazole (53mg,

0.78 mmol, 4.0 equiv). The resulting yellow solution was then heated to 80 °C with magnetic
stirring. After 20 hours the solution was concentrated under reduced pressure and purified by
flash chromatography (S10,, 2% MeOH/CH,Cl,) to give 39.5 mg (61% yield) of the utle
compound as an amorphous yellow solid: mp 123-124 °C.

'H NMR (CDCl,, 400 MHz, mixture of rotamers) & 8.22 (s, 0.5 H), 8.17 (s,
0.5 H), 7.39-7.27 (m, 2 H), 5.92 (d, J = 7.8 Hz, 1 H), 4.57 (m, 0.5 H), 4.42 (m, 0.5 H),
2.65 (s, 1.5 H), 2.61 (m, 1.5 H), 2.02 (m, 1 H), 1.87-1.34 (m, 10 H), 1.02 (¢, /=70 Hz, 3
H); MS ESI(relative abundance): 331.2 (M + H, 100). Anal. calced for C,(H,.N,O,: C, 58.17;
H, 6.71; N, 25.44. Found: C, 58.01; H, 6.79; N, 25.30.

EXAMPLE 24

The compounds listed in Table 4 were prepared using the procedures outlined in
Examples 17-23. Compounds were tested in the CMYV assay described above and exhibited the
following levels of activity: +, IC, > 500 nM; ++, 100 oM < IC,, <500 nM; +++,IC, <
100 nM.
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TABLE 4
N
7\ _
Q/LRC
X NO»
RKI}I/LN/ Rd
Ra
R*? R® R R m/z (m+1) Antiviral
or mp (°C) Activity
H Me Me 351.2 4+
H Me Me 351.2 +++
H Me Me 351.2 +4++
E?\ H Me Me 365.1 ++
&ﬁ Me Me Me 365.1 ++
H Me Me 385.1 +
Me Me 181-182 °C ++
<
"-»\.~ H Me Me 203-204 °C +
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TABLE 4 (cont’d)

©CT/US99/03136

R R* R R° m/z (m+1) Antiviral
or mp ("C) Activity
.y H =i Me 177-178 -C "
&\{ H Me Me 353.1 ++
H Et Me 288-89 °C ++
F\ﬁ\‘
“F
BH H Me 175-176 °C ++
Fﬁw
F
H Me Me 164-165 °C ++
F\&
F
H H Me 189-190 °C ++
F
H Et Me 177-178 °C ++
F
/@“ H Me Me 205-206 'C ++
F
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TABLE 4 (cont’d) -
R* R® R R° m/z (m+1) Antiviral
or mp (°C) Activity
y 3 Er Me 187-188 'C +
H H Me 153-1534 °C ++
F\&\’
F.‘
H Me Me 140-141 °C +++
F\&\{
F
H Et Me 158-159 °C +++
F\é\}\/
F
H H Me 178-179 °C ++
Aol
H Me Me 74-75°C ++
O
H Ex Me 65-66 °C ++
o
/&\, H Me Me 4291 ++
B
@{ H Me 337.1 A+
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TABLE 4 (cont’d)

2CTAIS99/03136

R R R R m/z (m+1) Antiviral
or mp (°C) Agents
& H Me Me 385.1 ++
Ci
)@\1{ H H Me 355.1 +++
F
/&\{ ' H Me Me 369.2 ++
F
._? . H H Me 367.3 +
_.“é - H Me Me 381.2 +
&\‘ H. Et Me 365.1 ++
OH H Me Me 367.3 +++
H Me H 337.1 ++4
[ ]
H H Me 353.1 ++

R
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TABLE 4 (cont’d)
R* R® R RT m/z (m+1) Antiviral
or mp (°C) Agents
‘ e H H Me 365.1 +
, L H Me Me 379.2 ++
EH H Me Me 367.2
H B Me 371.1
F
j; H Me Me 385.2
F’

r
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XAMPLE 24 '

The compounds provided in this example were prepared using procedures
outlined above. The starting materials are available as described above, or from commercial

sources.

24.1 2-(N-(trans-2-methyicyclohexyl) amino)-4-(2-methylimidazol-1-yl)-6-methyl-5-
nitropyrimidine E

N
il

L
Q"‘ﬁ/l\N/ CHa

CHs

'H NMR (400MHz, CDCI,): 8 0.92(1.5H, d, J=7.2Hz); 0.94(1.5H, d,
J=7.2Hz); 1.00-1.30(5H, m); 1.31-1.41(1H, m); 1.74-1.82(2H, m); 1.94-1.96(1H, m),
2.39(1.5H, s); 2.47(1.5H, s); 2.48(1.5H, s); 2.53(1.5H, s); 3.52(0.5H, dq, J=4.0, 9.8Hz);
3.69(0.5H, dq, J=4.0, 5.8Hz); 5.86(0.5H, d, J=9.2Hz), 5.98(0.5H, d, J=9.2Hz); 6.86(1H,
s); 6.93(0.5H, s); 6.95(0.5H, s). MS ESI: m/z (relative intensity): M+H, 331.2 (100).

24.2  2-(N-(cis-2-methylcyclohexyl)amino)-4-(2-methylimidazol-1-yl)-6-methyl-5-

nitropynmidine
4}
.
QX
- "'N/LN/ CHs
CH3 H

'H NMR (400MHz, CDCI1,): 5 0.93(3H, d, J=7.2Hz); 1.22-1.41(3H, m);
1.48-1.68 (4H, m); 1.71-1.78(1H, m); 1.95(1H, m); 2.44(1.5H, s); 2.51(3H, s); 2.57(1.5H,
s); 4.13(0.5H, m); 4.28(0.5H, m); 5.68(0.5H, d, J=9.0Hz), 5.59(0.5H, d, J=9.0Hz);
6.87(1H, s); 6.94(0.5H, s); 6.96(0.5H, s)}. MS ESI: m/z (relative intensity): M+H, 331.2
{100)
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24.3  2-(N-(zrans-2-mhcthylcyclohexyl)amino)-4-(imidazol-1-y})-6-methyl-5-nitropyrimidine
N
.

/'Jl )\INOZ

‘N H
CHy 1 v
'H NMR (400MHz, CDCl,): § 0.96(3H, d, J=6.5Hz); 1.11-1.29(3H, m);
1.33-1.39(2H, m); 1.70(1H, m); 1.75-1.83(2H, m) 2.05(1H, dd, J=2.8, 13.4Hz);
2.45(1.5H, s); 2.50(1.5H, s); 3.54(0.5H, dq, }J=4.0, 9.8Hz); 3.70(0.5H, dq, J=4.0, 9.8Hz),
5.43(0.5H, s), 5.46(0.5H, s); 7.12(0.5H, s); 7.15(0.5H, s); 7.17(0.5H, s); 7.18(0.5H, s);
8.04 (0.5H, s); 8.08(0.5H, s). MS ESIL: m/z (relative intensity): M+H, 317.2 (100).

24.4  2-(N-{cis-2-methylcyclohexyl)amino)-4-(imidazol-1 -yl)-6—rﬁcthyl—S—nitropyrimidine

N

£y
N
O
< "'N N/ CHa
: H A
CHa

'H NMR (400MHz, CDCL,): § 0.93(3H, d, J=7.2Hz); 1.22-1.41(3H, m);
1.48-1.68 (4H, m); 1.76-1.82(1H, m); 1.94-1.99(1H, m); 2.48(1.5H, s); 2.52(1.5H, s);
4.15(0.5H, m); 4.29(0.5H, m), 5.65(0.5H, d, J=7.6Hz), 5.73(0.5H, d, J=7.6Hz); 7.16(1H,

s); 7.21(1H, s); 8.04(0.5H, s); 8.10(0.5H, s). MS SEI m/z relative intensity:M-+H,
317.2(100) ‘

24.5 2-(N-(trans- 2-methyl-4-cyclohexenyl)amino)-4-(imidazol-1-yl)-6-methyl-3-

nitropyrimidine
N
.

O LT

N"N? “CHs
CHg M

'H NMR (400MHz, CDCL,): & 0.93(1.5H, d, J=6.8Hz); 1.00(1.5H, d,
J=6.8Hz); 1.22(1H, m); 1.83-1.88(1H, m); 1.93-2.00(1H, m); 2.12(1H, m) 2.27(1H, m);
2.44(1.5H, s); 2.49(1.5H, s), 3.93(0.5H, dqg, J=1.2, 7.2Hz); 4.08(0.5H, dq I=1.2, 7.2Hz);

r
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5.51(0.5H, d, }=7.0Hz), 5.60(1.’5H, m); 5.68(0.5H, m); 7.13(1H, s); 7.16(1H, s);
8.00(0.5H, s); 8.07(0.5H, s). MS ESI: m/z (relative intensity): M+H, 315.2 (100).

24.6  2-(N-(cis - 2--methyl-4-cyclohexenyl)amino)-4-(imidazol-1-yl)-6-methyl-5-
nitropyrimidine
N
\
»
A\ _NOC>
CH3

{
WA

'H NMR (400MHz, CDCl,): 8 0.96(3H, d, J=6.8Hz); 1.26(1H, m); 1.84-
1.92(1H, m); 2.10-2.18(1H, m); 2.27(1H, m) 2.42(1H, m), 2.47(1.5H, s); 2.51(1.5H, s);
4.32(0.5H, m); 4.47(0.5H, m); 5.63(1H, s), 5.72(1H, s); 5.79(0.5H, d, J=9.0Hz);
5.88(0.5H, d, J=9.0Hz}; 7.13(0.5H, s); 7.15(0.5H, s); 7.17(0.5H,s); 7.21(0.5H, s);
8.03(0.5H, s); 8.08(0.5H, s). M ESI: m/z (relative intensity): M+H, 315.2 (100).

24.7  2«(N-(trans- 3-methylcyclohexyl)amino)-4-(imidazol- 1-yl)-6-methyl-5-nitropynmidine
N
7\
.
ISl bo
H3C N7 NT TCH
3 N 3 _

'H NMR (400MHz, CDCl,): 8 0.93(1.5H, d, J=6.5Hz); 0.96(0.5H, d, -
J=6.5Hz); 1.01-1.12(1H, m); 1.33-1.41(1H, m); 1.45-1.54(1H, m); 1.60-1.83(5H, m};
2.40(1.5H, s); 2.49(1.5H, s}; 2.50(1.5H, s); 2.56(1.5H, s); 4.19(0.5H, m), 4.32(0.5H, m);
5.98(0.5H, d, J=6.0Hz), 6.03(0.5H, d, I=6.0Hz); 6.88(1H, s); 6.96(1H, s). MS ESI: m/z
(relative mntensity): M+H, 331.2 (100).
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24.8 2-(N-cis-3-met., icyclohexyl)amino)}-4-(imidazol-1-yl)-6-metnyl-5-nitropyrimidine

N

L3

_ N
DX
HzC™ H N” ™CHs

'H NMR (400MHz, CDCl,): 8 0.90(3H, d, J=6.5Hz); 1.08(1H, m); 1.29-
1.38(1H, m); 1.42-1.52(1H, m); 1.60-1.70(1H, m): 1.76(1H, m): 1.92-2.03(4H, m);
2.36(1.5H, s); 2.46(1.5H, s); 2.49(1.5H, s); 2.54(1.5H, s); 3.73(0.5H, m); 3.91(0.5H, m),
6.06(0.5H, bs), 6.22(0.5H, bs); 6.85(1H, s); 6.93(1H, s). MS ESI: nv/z (relative intensity):

M+H, 331.2 (100).

24.9 2-Cyclohexylamino-4-(2-methylimidazol-1-yl)-6-methyl-5-nitropyrnimidine

'H NMR (400MHz, CDCl,): § 1.39(2H, m); 1.53(2H, m); 1.74(2H, m); 1.90(2H, m);
2.15(2H, m); 2.58(1.5H, s); 2.65(1.5H, s); 2.67(1.5H, s); 2.72(1.5H, s); 3.95(0.5H, m);r
4.10(0.5H, m); 5.68(0.5H, d, J=4.0Hz), 5.79(0.5H, d, J=4.0Hz); 7.03(1H, s); 7.12(1H, s).
MS ESI: m/z (relative intensity): M+H, 317.2 (100).

24.10 2—Cyclohexylmethylamino-ﬁi-(imida'zol-1-yl)—6-mcthyl-5—nitropyrirnidinc
N

()

N
L
O/\N/LN/ CHs
H
'H NMR (400MHz, CDCl,): § 0.93-1.03(2H, m); 1.12-1.28(3H, m); 1.50-

1.61(1H, m); 1.53-1.80(5H, m); 2.44(1.5H, s); 2.50(1.5H, s); 3.31(2H, dt, J=6.5, 24Hz);

5.88(0.5H, bs); 6.40(0.5H, bs); 7.10(0.5H, s); 7.13(1.5H, s), 7.19(0.5H, s); 8.07(1H, s).
MS ESI m/z (relative intensity):M+H, 317.2(100)
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24.11 2-Cyclohexylmethylamino-4-(2-methylimidazol-1-yl)-6-methyl-5-nitropyrimidine

N
no LY

J\ -~
H

"H NMR (400MHz, CDCL,): 6 0.96(2H, m); 1.14-1.30(4H, m): 1.55(1H, m);
1.67(1H, m); 1.67-1.80(5H, m); 2.39(1.5H, s); 2.47(1.5H, s); 2.49(1.5H, s); 2.54(1.5H, s);
3.25(0.5H, t, J=6.3Hz); 3.35(0.5H, t, J=6.3Hz); 6.02(1H, bs), 6.86(1H, s); 6.95(1H, s).
5 MS ESI m/z (rclatiye intensity): M+H, 331.2 (100).

24.12 2-Cyclopentylamino-4-(2-methylimidazol-1-yi)-6-methyl-3-nitropyrimidine
N
el
S
H N™ “CHj

'"H NMR (400MHz, CDCl,): 6 1.21(1H, m); 1.49(1H, m); 1.60-1.78(4H, m),
2.38(1.5H, s); 2.47(1.5H, s); 2.55(1.5H, s); 4.21(0.5H, m); 4.37(0.5H, m); 5.86(0.5H, d,
1=4 2Hz); 5.98(0.5H, d, J=4.2Hz); 6.86(1H, s); 6.95(1H, s). MS ESI: m/z (relative
10 intensity): M+H, 303.2 (100).

24.13 2-(N-(4-Methylcyclohexyl)amino)-4-(imidazol-1-yl}-6-methyl-5-nitropyrimidine
N
()
O
A~
N7 NTCH,
'H NMR (400 MHz, CDCl,): § 1.03(1.5H, d, J=6.2Hz); 1.06(1.5H, d,
J=6.2Hz); 1.08(1H, m); 1.15-1.28(1H, m); 1.30-1.42(2H, m); 1.43-1.55(1H, m); 1.70-
1.84(4H, m); 1.85-1.96(2H, m); 2.18(1H, m); 2.54(1.5H, s); 2.64(3H, s); 2.69(1.5H, s);
i5  3.84(0.5H, m); 4.02(0.5H, m); 5.97(0.5H, bs), 6.11(0.5H, bs); 7.01(1H, s); 7.10(1H, s).
MS ESI: m/z (relative intensity): M+H, 331.1 (100).
(\f/‘\

\
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All pubucations and patent applications cited in this specification are heremn
incorporated by reference as if each mdividual publication or patent application were
specifically and individually indicated to be incorporated by reference. Although the foregoing
invention has been described in some detail by way of illustration and example for purposes of
clarity of understanding, it will be readily apparent to those of ordinary skill in the art in light of
the teachings of this mvention that certain changes and modifications-may be made thereto

e

without departing from the spint or scope of the appended claims.
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WHAT IS CLAIMED I8S: '

1. A compound having the formula:

X
1
RS l
wherein

X is a member selected from the group consisting of -NR*R®*, -OR?, -SR’, aryl,
alkyl and arylalkyl;

Y is a member selected from the group consisting of a covalent bond, -N(R®)-, -O-,
-S-, -C(=0)- and alkylene;

R' and R* are members independently selected from the group consisting of
hydrogen, alkyl, -O-alkyl, -S-alkyl, aryl, arylalkyl, -O-aryl, -S-aryl, -NO,,
-NR'R?, -C(O)R?, -COR™, -C(O)NR'R® -N(R")C(O)R®, -N(R")CO.R",
-N(R*)C(O)NR'R?, -S(0),_NRR?, -S(0),R®, -CN, halogen, and
-N(R)S(0),R";

R’ and R* are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or taken together with the nitrogen atom
to which each is attached form a 5-, 6- or 7-membered ring containing from

(N

one to three heteroatoms in the ring;

R® is a member selected from the group consisting alkyl, aryl, arylalkyl and bicyclic
fused aryl-cycloalkyl;

R® is a member selected from the group consisting of hydrogen, alkyl, aryl and
arylalkyl; or is combined with R® and the nitrogen atom to which R’ and R*®
-are attached to form a 5-, 6-, 7- or 8-membered ring;

R’ and R* are members ind'ependcntly selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or, taken together with the nitrogen
atormn to which each is attached, form a 4-, 5-, 6-, 7- or 8-membered ring
containing from one to three heteroatoms in the ring;

R’ and R™ are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylaikyl;

R is a member selected from the group consisting of alkyl, aryl and arylalkyl;

m is an 1nteger of from 1 1o 2;

n is an integer of from 110 3; and

optionally, a 5-, 6-, 7- or 8-member ring is formed by joining R' to R*, R' to R?,
R’ to N°, R’ to N*, R® 1o N, or R* 1o N';
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said compound having a molecular weight of from about 150 to about 750, with the
proviso that when Y is a bond, then R’ is other than an imidazole ring.

2. A compound in accordance with claim 1, wherein R' is selected from the
group consisting of -NO,, -$(0),NR'R?, -S(0),R®, -CN, fluoroalkyl, -C(O)R®, -CO,R"
and -C(O)NR'R® and R* is selected from the group consisting of hydrogen, alkyl, -O-alkyl,
-S-alkyl, aryl, arylalkyl, -O-aryl and -S-aryl .

3. A compound in accordance with claim 2, wherein X is -NRR®, Y is
selecied from the group consisting of -N(R®)-, -O- and -S; and R” is a member selected

from the group consisting of hydrogen, alkyl, -S-alkyl, -O-alkyl and halogen.

4. A compound in accordance with claim 3, wherein R' is selected from the
group consisting of -CF,, -S(0),NR'R?, -CO,R", -CN and -NO,, and R” is selected from
the group consisting of hydrogen, (lower)alkyl, -O-(lower)alkyl and -S-(lower)alky!.

5. A compound in accordance with claim 4, wherein Y is -N®R®- or -O-,
R'is -NO,, and R? is hydrogen or (C,-C,)alkyl.

6. A compound in accordance with claim 5, wherein R’ is joined to R* to

form a 5-membered ring, together with the nitrogen to which both radicals are attached.

7. A compound in accordance with claim 6, wherein said 5-membered ning

contains two nitrogen atoms.

8. A compound in accordance with claim 7, wherein said 5-membered ring

Is a substituted or unsubstituted imidazole ring.

9. A compound in accordance with claim 8, wherein Y is -N(R®)-, in
which R® is hydrogen or lower alkyl, and R” is a member selected from the group
consisting of alkyl, aryl, arylalkyl and bicyclic fused aryl-cycloalkyl.

10. A compound in accordance with claim 9, wherein R’ is selected from
the group consisting of cycloalkyl, heterocycioalkyl, aryl, arylalky! and bicyclic fused aryl-
cycloalkyl, R® is selected from the group consisting of hydrogen, methyl, ethyl and propyl,
and -NR’R* is selected from the group consisting of imidazol-1-yl, 2-methylimidazol-1-yl,
2,4-dimethylimidazol- 1-y|, 2-ethylimidazol-1-yl, 2-(1-propyl)imidazol-1-yl, 2-ethyl-4-
methylimidazol-1-yl, and 2-(2-propyl)imidazol-1-yl. ﬁ/lp
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11. A compoundrin accordance with claim 10, wherein R° is selected from
the group consisting of hydrogen, methyl and ethyl, -NR*R* is selected from the group
consisting of imidazoi-1-yl, 2-methylimidazoi-1yl, 2,4-dimethylimidazol-1-y] and
2-ethylimidazol-1-yl, and R® is an optionally substituted radical selected from the group

consisting of

12. A compound in accordance with claim 11, wherein R’ is a member

selected from the group consisting of:
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| .
cakeales
CH, ' CH,CHy - CHs‘

O:x s Hy :
OCH; O\;(;Hs ' CHaCHa E 2

CH,

&,
SEANSUT OS]
OCH;§ CH,CH,
CH,

13. A compound in accordance with claim 12, said cdmpound being

selected from the group consisting of
. 5 , o
oo - CC
CHs CH,CHg CH, CH,CH,
CHj

"14. A compound in accordance with claim 12, said compound being

selected from the group consisting of

hY
(I and J_,_rf
QCH3

OCH3

15. A compound in accordance with claim 12, said compound being

selected from the group consisting of
and
: [
CHj, CHa,

16. A compound in accordance with claim 12, said compound being .

selected from the group consisting of
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CH,
VO - O
and .
' O
CH3 CHgCHg

17. A compound in accordance with claim 1, said compound having the

formula:

N

R!Z

)\

wherein R is 2 member selected from the group consisting of hydrogen, methyl and ethyl;
and R® is a member selected from the group consisting of:

(=g die v diie e e vg
B cdNic il e s
Ieallcalicalical v

18. A compound in accordance with claim 17, wherein R" is methyl.

19. A compound in accordance with claim 18, wherein R’ is selected from

the group consisting of:

F Cl F4C
, and
Ci F
F.'
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20. A compound in accordance with claim 18, wherein R? is selected from

the group consisting of:

e i ki e
Br C
, and -
21. A compound in accordance with claim 18, wherein R’ is selected from

the group consisting of:

o
jealsarical

22. A compound in accordance with claim 18, wherein R® is selected from

the group consisting of:

] 5 : &5 and g\; )

23, A compound in accordance with claim 18, wherein R’ is selected from
the group consisting of:

FaC FsC

and

&1
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24. A pharmaceatical composition comprising a pharmaceutically or
diagnostically acceptable excipient and a compound having the formula:

X
J\f
N7 =X
R2 i -
wherein

X is a member selected from the group consisting of -NR’R?, -OR?, -SR?, aryl,
alkyl and arylalkyt;

Y is 2 member selected from the group consisting of a covalent bond, -N(R)-, -O-,
-S-, -C(=0)- and alkylene;

R’ and R? are members independently selected from the group consisting of
hydrogen, alkyl, -O-alkyl, -S-alkyl, aryl, arylalkyl, -O-aryl, -S-aryl, -NO,,
-NR'R?, -C(O)R®, -CO.R", -C(O)NR'R? -N(R)C(O)R®, -N(R")CO,R"",
-N(R*)C(O)NR'R®, -S(0)_NR'R*, -§(0) R®, -CN, halogen, and
-N(R)S(0),R";

R’ and R* are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or taken together with the nitrogen atom

to which each is attached form a 5-, 6- or 7-membered ring containing from

)

one to three heteroatoms in the ning;
R® is a member selected from the group consisting alkyl, aryl, arylatky! and bicyclic
- fused aryl-cycloalkyl;

R® is a member selected from the group consisting of hydrogen, alkyl, aryl and
arylalkyl; or is combined with R® and the nitrogen atom to which R® and R°
are attached to form a 5-, 6-, 7- or 8-membered ring; '

R’ and R® are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or, taken together with the nitrogen
atom to which each is attached, form a 4-, 5-, 6-, 7- or 8-membered ring
containing from one to three heteroatoms in the ring;

R® and R" are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl;

R' is a member selected from the group consisting of alkyl, aryl and arylalkyl;

m is an integer of from 1 to 2;

n is an integer of from 1 to 3; and

optionally, a 5-, 6-, 7- or 8-member ring is formed by joining R' to R, R' to R?,
RPto N R'to N°, R*to N', or R to N*;

said compound having a molecular weight of from about 150 to about 750, with the
provisc that when Y is a bond, then R’ is other than an imidazole ring.
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25. A composition in accordance with claim 24, wherein R' is selected
from the group consisting of -NO,, -S(0),NR'R?, -S(O),R’, -CN, fluoroalkyl, -C(O)R’,
-CO,R" and -C(O)NR'R® and R is selected from the group consisting of hydrogen, alkyl,
-O-alkyl, -S-alkyl, aryl, arylalkyl, -O-aryl and -S-aryl .

26. A composition in accordance with claim 25, wherein X is -NR’R*) Y
is selected from the group consisting of -N(R®)-, -O- and -S-; and -NO,, and Riisa
member selected from the group consisting of hydrogen, alkyl, -O-alkyl, -S-alkyl and

halogen.

27. A composition in accordance with claim 26, wherein R' is selected
from the group consisting of -CF,, -S(0)_NR'R’, -CO,R", -CN and -NO,, and R’ is
selected from the group consisting of hydrogen, (lower)alkyl, -O-(lower)alky! and
-S-(lower)alkyl.

28. A composition in accordance with claim 27, wherein Y is -N(R®)- or
-0-, R’ is -NO,, and R* is hydrogen or (C,-C,)alkyl.

29. A composition in accordance with claim 28, wherein R® is joined to R*

to form a 5-membered nng, together with the nitrogen to which both radicals are attached.

30. A composition in accordance with claim 29, wherein said 5-membered

ring contains {wo nitrogen atoms.

31. A composition in accordance with claim 30, wherein said 5-membered

ring is a substituted or unsubstituted imidazole ring.

32. A composition in accordance with claim 31, wherein Y is -N (R%)-, in
which R® is hydrogen or lower alkyl, and R® is a member selected from the group

consisting of alkyl, aryl, arylalkyl and bicyclic fused aryl-cycloalkyl.

33. A composition in accordance with claim 32, wherein R® is selected
from the group consisting of cycloalkyl, heterocycloalkyl, aryl, arylalkyl and bicyclic fused
aryl-cycloalkyl, R® is selected from the group consisting of hydrogen, methyl, ethyl and
propyl, and -NR’R* is selected from the group consisting of imidazol-1-yl, 2,4-
dimethylimidazol-1-yl, 2-methylimidazol-1yl, 2-ethylimidazol-1-yl, 2-ethyl-4-
methylimidazol-1-yl, 2-(1-propyl)imidazol-1-yl and 2-(2-propyDimidazol-1-yl.
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34. A composiudn in accordance with claim 33, wherein R® 15 !sclected -
from the group consisting of hydrogen, methyl and ethyl, -NR’R* is selected from the
group consisting of imidazol-1-yl, 2-methylimidazol-1y1, 2,4-dimethylirdazol-1-yl and
2-ethylimidazol-1-yl, and R’ is an optionally substituted radical selected from the group

consisting of

o
HU‘L |
Cf\

T
-t O
-l {j”“’f(j\’.
OO~
‘O/}Q/\;
R
Q/\x
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35. A cumposition in accordance with claim 34, wherein R® is a member

selected from the group consisting of:

Hs
. &,
i f) " X
CH, CH,CHy ' 0 CH3|
5 : - . Q 3
' CH ' ' ]
OCH 3 CH,CH
8 CH, 3

CHjs

Y
S
(I\ 0 and 5 2
OCH,§ CH,CH,
CHs

36. A composition in accordance with claim 35, wherein R’ is selected

from the group consisting of

o 5 . My
q ' ’ q and q )
CH,CH CHs ' CH,CH
CHj 2173 CH, 23

37. A composition in accordance with claim 35, wherein R? is selected

from the group consisting of

Y
L - O
- | OCHgs OCHj;

38. A composition in accordance with claim 35, wherein R? is selected

from the group consisting of

E and O %

CH, CH,

€5
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39. A composiuon in accordance with claim 35, wherein R 15 selected
from the group consisting of

A % A,
CHj CH2CH3

40. A composition in accordance with claim 1, said compound having the

CH,

formula: )

N

R‘i2

J\

wherein R" is 2 member selected from the group consisting of hydrogen, methyl and ethyl;

and R’ is a member selected from the group consisting of:

7 &
G S

41. A composition in accordance with claim 40, wherein R' is methyl.
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42. A composition in accordance with claim 41, wherein R® is selected
from the group consisting of:

F G FaC
. and )
cl F
F'

43. A composition in accordance with claim 41, wherein R’ is selected
from the group consisting of:

A, , hdedal A
Br. c
' ) and .
44. A composition in accordance with claim 41, wherein R is selected
from the group consisting of:

o
jsalicalleal

45. A composition in accordance with claim 41, wherein R® is selected
from the group consisting of: '

peallcabial

46. A compuosition in accordance with claim 41, wherein R is selected
from the group consisting of:

FiC FaC

and
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47. A method fur preventing or suppressing a viral infection 1 a mammal, -

comprising admunistering to said mammal a viral infection suppressing amount of a

X
ﬁR‘
N7
R2 L
wherein

X is a member selected from the group consisting of -NR?R*, -OR?, -SR?, aryl,
alkyl and arylalkyl;

Y is a member selected from the group consisting of a covalent bond, -N(R%)-, -O-,
-S-, -C{(=0)- and alkylene;

R' and R* are members independently selected from the group consisting of
hydrogen, alkyl, -O-alkyl, -S-alkyl, aryl, arylalkyl, -O-aryl, -S-aryl, -NO,,
-NR'R?, -C(O)R®, -CO,R'?, -C(O)NR'R? -N(R")C(O)R®, -N(R")CO.R",
-N(R*)C(O)NR'R?, -§(0), NR'R®, -S(0) R°, -CN, halogen, and
-N(R")S(0), R

R’ and R* are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or taken together with the nitrogen atom
to which each is attached form a 5-, 6- or 7-membered ring containing from

compound having the formula:

)

one to three heteroatoms in the ring;

R’ 1s a member selected from the group consisting alkyl, aryl, arylalkyl and bicyclic
fused aryl-cycloalkyl;

R® is a member selected from the group consisting of hydrogen, alkyl, ary! and
arylalkyl; or is combined with R? and the nitrogen atom to which R® and R®
are attached to form a 5-, 6-, 7- or 8-membered ring;

R’ and R? are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl, or, taken together with the nitrogen
atom to which each 1s attached, form a 4-, 5-, 6-, 7- or 8-membered ring
containing from one to three heteroatoms in the ring;

R? and R" are members independently selected from the group consisting of
hydrogen, alkyl, aryl and arylalkyl;

R' is a member selected from the group consisting of alkyl, aryl and arylalkyl;

m is an integer of from 1 to 2;

n is an integer of from 1 to 3; and

optionally, a 5-, 6-, 7- or 8-member ring is formed by joining R' to R*, R' to R?,
R’to N’ R*to N*, R’ 1o N', or R* to N;

said compound having a molecular weight of from about 150 to about 750. [

D
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48. A method in accordance with claim 47, wherein said compound is
administered in conjunction with an ancillary antiviral compound selected from the group

consisting of ganciclovir, foscamet, and cidofovir.

49, A method in accordance with claim 47, wherein said compound is

administered in conjunction with an anti-HI'V compound.

50. A method in accordance with claim 47, wherein said mammal is in an

immunocompromised condition.

51. A method in accordance with claim 47, wherein said administering is

oral.

52. A method in accordance with claim 47, wherein said administering is

topical.

53. A method in accordance with claim 47, wherein said administering is

prophylactic to prevent the onset of viral infection in patients undergoing organ transplants.

54. A method in accordance with claim 47, wherein said viral infection
produces a disease selected from the group consisting of CMV-retinitis, CMV-
mononucleosis, CMV-pneumonitis, and CMV-hepatitis.

55. A method in accordance with claim 47, wherein said administering is

parenteral.

56. A method in accordance with claim 1, wherein R! is selected from the
group consisting of -NO,, -S(0),_NR'R", -S$(0)_R’, -CN, fluoroalkyl, -C(O)R’, -CO,R"
and -C(O)NR'R® and R* is selected from the group consisting of hydrogen, alkyl, -O-alkyl,
-S-alkyl, aryl, arylalkyl, -O-aryl and -S-ary] . ’

57. A method in accordance with claim 56, wherein X is -NR’R*, Y is
selected from the group consisting of -N(R®)-, -O- and -S; and R? is a member selected

from the group consisting of hydrogen, alkyl, -O-alkyl, -S-alkyl and halogen.

Y\

!
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58. A method 1. -accordance with claim 57, wherein R' is sctcc':tcd from the -
group consisting of -CF,, -S$(0), NR'R?, -CO,R", -CN and -NO,, and R? is selected from
the group consisting of hydrogen, (lower)alkyl, -O-(lower)alkyl and -S-(lower)alkyl.

59. A method in accordance with claim 58, wherein Y is -N(R%- or -O-,
R'is -NO,, and R*is hydrogen or (C,-C,)alkyl.

60. A method in accordance with claim 59, wherein R’ is joined to R* to
form a 5-membered 1ing, together with the nitrogen to which both radicals are attached.

61. A method in accordance with claim 60, wherein said 5-membered ring

contains two mitrogen atoms.

62. A method in accordance with claim 61, wherein said 5-membered ring

is a substituted or unsubstituted imidazole ning.

63. A method in accordance with claim 62, wherein Y is -N(R®)-, in which
R® is hydrogen or lower alkyl, and R? is a member selected from the group consisting of
alkyl, aryl, arylalkyl and bicyclic fused aryl-cycloalkyl.

64. A method in accordance with claim 63, wherein R’ is selected from the
group consisting of cycloalkyl, heterocycloalkyl, aryl, arylalkyl and bicyclic fused aryl-
cycloalkyl, R is selected from the group consisting of hydrogen, rﬁcthyl, ethyl and propyl,
and -NR’R* is selected from the group consisting of imidazol-1-yl, 2-methylimidazol-1yl,
2,4-dimethylimidazoi-1-yl, 2-ethylimidazol-I-yi, 2-ethyl-4-methylimidazol-1-yl, 2-(1-
propylimidazol-1-yl and 2-(2-propyl)imidazol-1-yl.
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65. A n...nod in accordance with claim 64, wherein k “is selected from the
group consisting of hydrogen, methyl and ethyl, -NR’R® is selected from the group
consisting of imidazol-1-yl, 2-methylimidazol-1yl, 2,.4-dimethylimidazol-1-yi and
2-ethylimidazol-1-yl, and R’ is an optionally substituted radical selected from the group

O/E

consisting of

'

O
EO/\
i)/\

> Q/\fr”,
Ry

Es/f\;
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66. A method .a accordance with claim 65, wherein R’ is a ruember -

selected from the group consisting of:

Hs
e A,
”‘ ‘Ljf” L
CHy CH,CH3 ’ - © CH, ’

: oS
EIOCH3 , Oécm | CHoCHs '

CH,

.
SEANOUTN o)
OCH, CH,CH, -

3

67. A method in accordance with claim 66, wherein R’ is selected from the

group consisting of

At 5 ™, o,
oo Ol - OO,
CHg CH,CHg CHa CH,CHy

CHg

68. A method in accordance with claim 66, wherein R’ is selected from the

Y
O: and ‘ ’TH
OCH3 OC’]‘Ia .

69. A method in accordance with claim 66, wherein R° is selected from the

group consisting of

group consisting of

E and o 3

CH, CH,
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70. A ..cthod in accordance with claim 66, wherein K- is selected from the

group consisting of

71. A method in accordance with claim 1, said com;;ound having the

formula:

N

/

. ftc

wherein R" is a member selected from the group consisting of hydrogen, methyl and ethyl;

and R? is a member selected from the group consisting of:

F. T Cl-. : W‘J FBC. : MJ FSC‘ : WJ FSC: :_ WJ
' Cl I ~F ' .' F '
P, I e o
o & Y
- | | F

72. A method in accordance with claim 71, wherein R is methyl.
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73. A method ii: accordance with claim 72, wherein R is sclecfcd from the
group consisting of:

F a FaC
, and .
Cl F
F

74. A method in accordance with claim 72, wherein R’ is selected from the
group consisting of:

S l v v vy
Br. C
, and .
75. A method in accordance with claim 72, wherein R’ is selected from the

group consisting of:

:pH :
Isalicalich
' and .
F .

76. A method in accordance with claim 72, wherein R’ is selected from the

group consisting of:

77. A method in accordance with claim 72, wherein R’ is selected from the

group consisting of:

FaC FaC

and
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78. A method in accordance with claim 47, said viral infection being a

cytomegaloviral infection.
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Feal alial
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|
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RIUHERE. FENFERE;

mZ 1-2 K,

n & 1-3 M
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50. BEBFER 47 FRHFTE, HFFENBLIYRL TR
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51. HMIBWFER 47 FIRMIFE, HIFRNAAROREH.
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61. MIFRFER 60 FridmnE, RPmRe s-cHER/IRETF.

62. RI|IFER 61 frRMFE, KFRW s-THERATRRAK
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E MW E.

B AU
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B, i, SARZHREINMNIIL, BHAENKEFRAZRE. X
REESRELRBEXN, ERANKKRRBRAR. MF v, BEFX
AR O MERERERERE. FREAN BEXRE, ENSBHE®
EBRE. HERELIWHGRIBIET. RABRBEFRELERN, BURA
H, BHEEREZHEENAEA, W AIDS B3, WITRARNEZRHEHRE
ITHBREBERARRIY, BEMRMEIE. FR. MREBERRAL.

EFREEHEY, ABERXAERHNEIRNERNEZETRLUY, BT
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k- R AT . REW - AaEE. BRRT (lodoxyuridine)
M EBEFERBAIBTRARZ 1T RLHNEFEHED.
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PULE ST CMv. 5, BETETHRT OV BRIy, W 9-((L,3-212
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A
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. S, FE. FERE. -0-FHE. -S-FE. -NO,. -NR'R%. -C(0)R®,
-CO,R™, ~C (0) NR'R®-N(R") C (0) R®. -N(R") CO,R!', -N(R®) C (O) NR'R®. -S (O) ,NR'RE,
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Fehg -3 ARET. PR ROMTHEAS. RE. SEOFEHEE. VS
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BE, ARALEYWHSTRARYRESL 150-750. EXBUERMUEEUE
EFLAETARAGE ETEZNG.
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B ONV BEEAMERIF L. BT HRERRORTS, ERABRHET R
WG AT R IT R EBHNRARRERRTE.

AFERFEARNTIEBARANERBPUTHEFHRFZNHOAEE
B AR A
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B 1Rt T a PIERLSUNEGH.

B 24t 7K IIb Pl EHASUREH.

A 3ROt TH 11c BlAHALEDIRIGEH .

B4 RETR IId plERLEDNEH.
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ABEF). HAOREANS TEEERRCHRER, nFE. ZE. ERE.
BRRX. ETE. BT%. 8TZ. 4#TE. WERE. ECE. ERE.
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ARHE. RE “RE” , RESEUN, CEETERRE. EHRE. &
Tk, FREDPFPEEOREONEY. HRINR, BET 1-24 MRE
F, RENAXSERT 10 ARELOOBRET. RiE “WiHE” KIREN
B—ARARENES BRI EEHEO NEDR, W-CHCH,CHCH,-. “fE&
RE” B RBTRE” SREEOEERTRE, BEE 8 PRELHR
EF. RESERE, SETHRRAN, SETHRRERR.

RiE “RfiR” EEREF—AREOEA, REFEVYE, BREHE
BREFHRAI1-3AMEH 0. N, Si IS HREFHRNBENEER T HEHR,
KRB TFARET RN, RARFTEEHRESEL. ZET 0,
N Al S TEREENEABALE. METF Si TREMIBHETLE, €
BHERESH FHRKRSEZLMUE. 5 FQHE-CH,-CH,-0-CHy. —CH,-
CH,~NH-CH; . ~CH,~CH,~N(CH,)-CH, . -CH,~S-CH,~CH, . -CH,~CH,-S(0)~CH,. -
CH,~CH,~S (0) ,~CH; ~CH=CH-0-CH,. -Si{CH;)5. ~CH,~CH=N=0CH, f1-CH=
CH-N(CH))—CH,» BETHHAERMEEF, W -CH,~NH-OCH, F1-CH,~0-
S1(CHy)se RIE “HERE” K5 BN B — M RREH S RRAEERE
HM=HrEHA, fn-CH,~CH,~S—CH,CH,~F1—CH,-S~CH,~CH,~NH-CH, .

RiE “HHEE” A “RHEE” AR BE5RTRBAS, BRIESERYA,
FEHERTR “HE” R “REE” NERER. KEENHFAERRE. 5§
CE. 1-ROHE. - HoBEE. XERE., A RENFFEE 1-(1,2,5,6-
TOARERERE) . 1-URRR L. 2-UROEE. 3-URDERE. 4-TORKIE. 3-MORkE. M4
BEME-2-2. (UEGRRE-3-%. UEUEu-2-3%. (UEmey-3-%. 1-DREEE. 2-
TR,

REH” REE” FERENF—ABRENES, RESEEY,
ETRE. . REBRETF. B4, Eu “FHEE” ORECEEFARERN
ERAKE. BAAHE, RiE “FREZ” HABELRARERE, XPkE
A BRI

RiE “FE” BRFARSHERE WHRE. HAKE (arylthioxy)
FRE), RESEREYE, ERTHIEFEANALE BREEE—ENS
3 (BB N =) RS HEEURE. ZFAEH 0-4 M%EAE N, 0 M S MHERT,
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HEPMETFRHETFTHOEBEML, RRFITHOEHEEML. FENFE
BREs FRIEREE. 1-2%%. 2-3%., BEE. -, 2-mei, 3-
Mg, 3-mEMREE. 2-BRMAEE. 4-DRAEEE. mbEREE. 2-WRMEL., 4-PEME. 5-
WEME AL, 3-FOEneE, 4-FOEME . S-RIRME ., 2-BER | 4By, 5-
BEMEIL, 2-BREEEC, 3-MRmEEE. 2-MEnydh, 3-GEMyIt. 2-nirEd. 3-MLEE.
A-piE ., 2-MBnE k. 4-WEREEE. S-IRGFEEMEE. RS, 2-ZIFmkME. 5-
BlWRIE. 1-FrEME, S-RrEME. 2-EBME. 5-EEBKE. 3-EkERN 6~
HEWE., LRENFEFRENHNAESLE S TRITEZHRAE.

AXFHAORE “FAASHE-AREE” BEAEARE(BEF R
X)FEWED. ZEHATELERANTERSS LR0R, ELTEREA
FFEERS, ETBNRES FHRKMHER. XENFHEHTE-FR
EEEANFITR: 2, -"HtE, HrNARWE, FHFNEAUMEN 1,
2, 3, 4-MIEARE.

ERREB G “RE” N FE” A DWAFPENFE-FRE” )BIMK
RAEBAFEZEANRAH KRR, SXEHANREMRAEDT. F
RASHF R BRAFE)NEE (B, UH#RE. FRENTREE) R
o, | TERR.

REEBEERIBE. REE. RFE. RE. FRE. RFRE.
HHENRFHE OBRABTALHERA, EH: R . =0, =N', =N~
OR'. -NR'R'’, -SR’. - %. ~SiR'R’'R’’’. -0C(0O)R’ . -CO,R’ . ~CONR’'R’’
-0C(O)NR'R’’ - -NR'’C(O)R* . -NR"’-C(0)-OR" . -NH-C(NH,)=NH .
-NR’ C(NH,)=NH, -NR'-C(NH,)=NR’ . ~S(O)R’. -S(0),R’ . -S{(O),NR'R’’ . —CN
F-NO,, BXAREFFERE K 0-N+1), HF NRXAEFABNRETSH. R .
R R F G IR C1-C10 HmE. RiENE, RAMAKRETE 1-6
AhrkEmER. ERENHE, RAKRER 14 MU EEHER. X
we, FEMRARE (WE2FRKERE)H N+1 AR P N BRmnkE
BEHNBETH). IARENH TFEEE: —C0)-CH;. -C(O)CHOH. ~CH,-
CH{CO,H) ~NH, 1 Si (CH,) ,~CH,~C(0) -NH,.

HOME, FEMRARELIAN, TXH: ~XE. -OR . ~0COR .
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-NR'R"’ . -SR', -R'. -CN. -NO,. -CO,R" . -CONR'R’’ . -OC(O)NR'R"" . -~
NR'’C(O)R’ « -NR’’~C(0)-OR’ . ~NH-C(NH,)=NH. -NR’C(NH,)=NH. -NH-C(NH,)
=NR . -S(O)R’ . -S(O),R" . ~S(O),NR'R’' . -N;. -CH(Ph),. 2% 4L (C1-C4)
RERmemACI-C) xR, KEAEHTEEN 0 BIFHFRELZM GTH
M) PEY; X AR HuEad. (C1C8)kE. FE. FHE-(C1-
C4) R ZEFN 5 H I (C1-C4) fn .

FHAHPEF LAFH A BETEEHF K -TC(0) - (CHy) ~U-BLARERN
B, Rbh TRUEBRE-NI-. -0~, -CH-BRE8, TiFs 2¥¥K 0-2. &%,
FHMRET LA BARETER M R -A- (CH) ,-B-RBAREFTIUR, H
A fl B & BHE-CH-. -0-. -NH~. -S-. S(0)-. ~S{0),. -S(O),NR’ -5} {2,
p BEHN 1-3. IHRERHFHF LY — I RNEMARTEEHE RN X
, FHMHESET LB RAETEE SR~ (CH,) ~2- (CHy) ~FF A&,
HF g r HEEREH 1-3,Z B-0-.NR' ~.~5~.~5(0) - -S(0) ,~8L-S(0) ,NR" -
NR’ ~F1-S(0) ,NR' - HIEAL 2 R % B A 5K (C1-C6) I 2.

AXFRAPRE “HBRT” GFEE0). BN . 5 () MEE(Si).

RiE “HELAEZHR” SEREBAFE XL ED LG 2 HBA
#, BlE5HNNETEEREBREMENEEAEYHE. SEXREALE
PEMN RN TEEN, FARERESEHNERANE, FXELEY
PR ASERFTEREMBIMMAE. AR ETEZAEMAELRE
Piih. #REE. B, H. FHEESEYR, SHELKE. SERRBLEY
SHAMEENTREAN, EARSHESENHUEANESRELEYHN
PUEASEEFTREMBIBMRE. ¥ LWERNRNBENE T
BEMEANER., SRR, HER. R, RIABRR. R, RARR. —
SRR, K. ROV, SNREBRENTBRNE, URFEEHEN
XTEWELR, mZB. WR. 2TR. ER. IXR. I_-R. X578,
BHE. ¥R, E08. ROER. X980, £HR. d-PERR. 7%
B, BAR%. FHREENYE. CERNREERMY, MEEARESE, IR

MR LA BENHFNRE (B, £ Berge, S. M. %, “HHHK”,
25 22§l 2 2u & (Journal of Pharmaceutical Science), 1977,66,1-19). & X
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HEEHLEDSHERENRETRE, THRXELEYEA BN
Bk .

BEERERNREM, FEERNTESERELEY, THELL
FUHPHRER. BAEANLSUNELEYEER, NRESANENER
B, fSARTERERL, ERETHHSEFERVLEUNZERAERT
KA H e —RENN. _

BT aRERSS, FRERETIIWEEYRANLEY. XXBTRH
WEDRBAYREEERFHTRESMEREMENR, BEKX I LEY
AL E.

ARBEFEENAYTURBEANAEANBEFLENX, EEKELERFE.
— Bk, BAUERXSRENMEARELY, REATHARHNEE.

ERPEHFEEAEYRFFHBRET CeEP )R SHEEY. F
ek, LA R EMEAN R (individual isomers) BEF RHK
HEE.

ERPAUECDEHNBXENEYH I RENEF LB EFERRLE
FIREFRMAE. fim, LEPTRABSEERCE, WM CH . B-1250%T)
BBK-14 (U0 AT AR ID. ARBUSYFTHRLEETRE, FNiEREH
BAEEHESELRANTERE.

RUHILERT R
wEY |
ARB\-AFHEBGER ILEY:

ﬁw
| Xy
RKY* A g2 ”

K X RF—NRRY, —OR’. —SR H&. REBFRE. 78 Y ARZEMNR.
—N (R®) —, —0—. —S—. —C (=0) —REEE. y{LERIR Y R-NR)-
B-0-, HPRPEXRAL. BREME, YR-NRD-. XTFYREREMNE
AR, URENSEPARBE -8/ EKET, REHEFT 1I-34/KETF
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B XWF.

HE—AREHLHEHRD, RERBFER, RPEUBFER. X4
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£ (C1-C8) ek, REAE—E, R 5-. 6- 7-7LI. PR ROkl
SRR SEMS LR ERER TS R, R RO ik B 2. (C1-C8)
RE. FEPXE(CI-CHRE. RV BRE. FEISHEE, REHR(C1-C8)
R, BEMEE (CL-CH)RE.

BT L EX R B RU MRS, ERXERRTHEZLEY, KPE_FH
AR L, AEXTERARAREFZ—RFEESNSH. X T TEIT
WHARFERD, BALHE: VBER I-HRRF(EEHFEFE R BOKRT
MAHEHE-Y-R MBEFZE). N BERRER -UANBEREF(EEFH-V-R
MEREBETFREEXNEETFZE . BEHFNATFERPRERERE, 'S5
EH, Y NEE, By N, Py N ks, KR E N EE, ERRe
By 5-. 6-3K 7-Joi. BT RXLELEESHENTESHE 1-3 MRETF (0, 0. N &
S), WIAFHKREIAEF K. RENRFTERYHSIFR 5-58 6-TFK.

LRAMREEGE—BERIFN, ZE4THA-T-C(0)- (CH) ,-U-FEK
EFARE, HPTHUBIHMBEA-NI-, ~0-. ~CH,~ER¥8, TirsR20-2%¥
¥. BE, A REFATHER-A-(CH) ,-B-HERARETARE, HF ARBHAL
3% B-CH,~. -0-+ -NH-. ~S-. -S(0)-. -S(0),~. -S(0),NR’' -EG &, p £

w 1-3. ERBRNFFN—IRELRTEEHEEAY, RE, R

0 R? AT # R - (CHy) ~Z- (CH,) -~ EER K%, Hd o 1 r BBTH] 1-3 /9
B, 7 R-0-. -NR' - S~ ~5(0) - ~S{0) ,-&%~S (0) ,;NR’ ~. -NR’ ~F1-S (0) ,NR’ -

B R 3% B 2B (C1-C6) ;.

EREABHTIR o £ 1-2 B, REMHR 2. TiHia Z¥H 1-3, K&

RIZ 2.
BjE, ARANEYREHHTRHEY 150-750. EREEPBEERH

ANAELTEZNE.
EERFEEMFSRARNEERARE. i, REHLHETRFH

—HAFTA:
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FEER Ila AWH, R ARBERNO,. ~CFyu ~C(OINR'RE, -CORY., -
S(0),NR'R®. -S(0),R®. ~-SO,NH, BR-CN, RZMLEMEH 1-8 M RIEFHHE. &
BEXHEAIRE, RAREHSSE R, BlR{iEth 55 ERER0 -,
HIEL - ER (NEEREFEREH S-THER) MHFaEkb.
MERg . DRRE, oo, ZEIFERME, BRMGK. 1,2,4-=M. 1,2, 3-=08, DRMARE-
2-M%. ERENE, RBH R ESEE-BRERKKET, SHRARERMS
FERE. HEMRAFRE) KR, fln, 2-FEKkm, 2-2%
BEMk, 2-FAEDEM, 2-F kM, S-FRpkm, 5-Z ok, 5-RAEREK
M. 2, S-FIEEDKME, EFEOKMR 2- Ik, ROAT RO EEM UM% A
. RE. FEAFRE, BRUE5ZEENEETESES, BREGEMESE
FEMT. B1IREUTEZUARENLHTRBLEYWHIBIBEELEN.

S—HREREEFRaTANE:

R’\N,R“
-~
" /NIL)I ) (1ib)
-~
SNTONT R?
) |
RS |

Z#iZAP, & R'A RPUBEFARNORAHT, KP-R-R-EH, W, -
S(0),NR’ C(0)-. -S(0),NR’ C(0) NR’'-. -NR’ S{0),NR"’ C(0)-. -C(Q)NR’ C(0) -
-NR’ C(O)NR’’ C{0)-. ~NR’ C(S)NR’*C(0)—~ —-NR’C(S)NR’’C(S)~, K R FIR"’
MR (C1-C8) e, RPf R EBANKME S, BREZMEFTERE
1 5-TCHR. FEREME R RES, BRAEHSHFERE NI, R°H
REMST M3k . . FEANFRE, XTEERREEREFERSHR.
B2 RUETHARELHITRPHEHLSYNEN.
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RS\NAN/ R
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EZRP, CHEA-RR-REHREHRE. -CONCO)~. -
C(OYNR’ S(0) ,~EE~S(0) ,NR'C(0)-, HP R RAJEEHE. REHR, BB H
5 REAKRIHBERE, EREMERERE. FA RREABTHEAS. K
., FEAFERE, RVLEEE—BRATEREFERSTHOHN. B 3 =74t
TEEHEFEREATRFAEEALESYLEN.
REMLHT RO A —HETHAAE:

R3\N,R“
'\rﬁm (lid)
Rs\l\ll/k " Rz |
&
R® .

10 FiZRD, HE-R-BENAATRTIAEME C-C)UERE. UREKE
Hl (30, -NHCH,CH,CHy-. -NHCH,CHy-) 8-NR' C(0)CH,~% @, R R REBRE
. R'ATIEBE-NO,. -S(0),NR'NS, -S(0),R®. —CN. ~CF;v “C(O)R®. —CO,R!®
8 -C(O)NR'R®., EIRHEMI L, R &-NO,. -CN. -CF, B{-CO,R'®, EIFHIEZ-NO,.
R RRERESHRAXMESEAEGH s-TH. ERENE, RARE

15 SE—REERAEHESFERSHOKMRE. A RPEAKTHEN. 1E.
ERMFARE, RVLEAUREEBEFERSHAE. 85 XAREREE
WHEETF. BENHERETRARRG% L TEZEMHERET. B 4 BH#
TiEREA PGB AN,

H—ARELHEAFRBTARR:
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ZX P, R BB E-NO,. -S(0),NR'R®, -5(0),R%. —CN. -CF;. —C(D)R?,
-CO,R® 8% ~C(0O)NR'R®. ERKEMR, R'RZ-NO,. ~CN. -CF, 3i—-CO,R", BIFRIE
-NO;. R*IBIERIRAE 1-8 MREFHRE. RO M R EBREHEGE, BRE
HHSHEREM 5-TH. EREME, R REARTEEMEFERE
BIKIRER. RS REROERE. (C1-CO)f%. RERBRRE. H-R-BREMNHE
2 4y L R AY 2 (C3-C5) W 4% % 58 B 4R A9 T 4% 2 (41 -C(0) CH,CH,CHp~ —
C(0)CH,CH,-), BE-NR'C(O)CH-EH, HF R REREERE. FF XNRRFE
FESHHEEET. REMERBETRESRARZ EEZENHEARET. B 5
RET K e plAHLEGYHEH.

Hey

ARENS - FERETEAHARCKANEA LY. AP ER I
WAy LW R 2 RS NRERRH.

E—ALHTEY, FRURUTEHL L TESHREN, nKEH
AREEAR. K BB 0%, AENIELEY BRHEETERN
HEY., AAVH/BHAYTERSTFREEAEANEE. BENSAS
B, XKABAYENREN. FRANKALREEE. LEERBEEN R,
AEKNEBNHIEN,

ES—ALHFRT, AEURUETHEBORADEIBELEY, BT
BT ERTRERAEHARIIELEY. SHUEAPHEYRE
HASURAR DML, FMEiTRETEYHKRERRELIEL.

HAYTANEAERBR, SEAN. RER. BE. 20, Bl &
F. MR, B, BRAE. SR, LS LTESNHAMASYERE
BHAAYTRASHAS. A, BEAABTRASHAER, SERE,
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AR e
AEYTHANMERERATERAZBLEYR AT R RATRR

HRBREREEEH. A4V TEINBABTHEREN AR BILEDEEB
BR BB RR Y, WH-HIV SRR MER, AeR/RNEeH. EF
LG, EEXRPUHSYALEMNBZIBEGYHN . RBANHTE
FEEHES. BPRM cidofovir., H-HIV HPHH FE/FE indinavir.
ritonavir. AZT. lamivudine F! saquinavir. RFEHEIFKHA FEERRER
M FK-506. A4t HRGEREMNHTREE, W EIEHRLT) R

KEH, RERREMBRET.

ERFE
ER—HE, FRURGKTHRLEVRESHNFRMERTE. &

SR, ARERUTATFATFRAGASKER SR, SRLERELR
BRI, FHEARBEENEARTENARN—HREFTEASY.
AR GERAZIRERTN S BE REMEEMRNAE, ne2
SR BB AT I R R T AR AR TR EE LS YR
WA TR EREE TR R T, KR FE— RS RN EEAT
FHBHEELADREE L TRZNASY.
 ARWAAMANASYEEEE EMESNETUERERER, M0
. FEHELABRBESERREYE. —BRYE, AUEWHALNRT
BRY 2-2000 /K, EREBBTNER. RANLHRR, 2GNE
sRENT, RENODBARCELS RS TREELY 0.050g/ke HH
20mg/kg, BIFMIELY 0. 05mg/kg E¥ 2mg/kg, BIF R L9 0. 05 B2y 0. 2mg/kg.

L& orItE

ARALSYTH-ROSRIEE, WA 6-14 FIHBRE, HTHE.
ABRFBARTURE, TATAMBHEYRARLCHENRIZTHE
RUBEFENEL. Bk, TR, WEARARFEREEMNEIESR.

HERE, Y R-NE)-MR I LEDTNEFHBEMER —HEETHE.
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mE 6 Fras, AW POCL, MM E oy — K (1) B A HENM =8k
Y (ii). AFBNE (BERFELE i1 83T BiFkay, ANNRRY
QD REY. AEANTE, MERTRHPLC TR HRAE. &E, (5
n, BB, 4. KAZEE) KB ii YEEAEY 838Gy, AE
B RS TS AR, AR G). F4-BEHLS 4-
TBARE, HAGENREERRBIERY (vi).

WEHEE_METHN, THELREANBHEYH, #in 5-RME-6-F
-2, 4-EE W (vii) . 6-FE-2,4-BR _F-5-FHE . 6-F&-2,4-
WERE “R-5-TRRR (xv) F 6-RE-S-RE-2, 4R TH. REALSYHENT
Wl 7 FAAHAANX (1) B BFEEY. #in, 5-ME-6-FE-2, 4o
B (vii) o] %3 POCY, R A 4h 0 — &4k (viii) , RE B AR R°-NE-R* (I
2~ FRE PR M) A R--NH-RE(N-FF B R B2 B Y Binth &9 (W0 ix) .

6-FHE-2, 4-HE _FH-5-FHE GO NTRREATE KB KELRR
(xi), RER POCl; L ABE xii) BE=E4LY) . BSMAKERES
BHFRERAN, SR ERALEY (W xiv) . HUSE, ETHAEARAN, I POCL,
L3 6-FH-2, 4 Z-5-TRER (xv), ER=EAY kvi). HE, BEPN
ABSREEASENFERRAFTZEREN HIFHE xviii).

B 8 BRTHIER Ia h&WHA—AN k. AR (NREH) AFBRIE
o . BEuml. BRACTIE) ALK AR (xix) Ko~ AR (xxi), # 3
EHRTEMP-HEE (xx), ETARAKHMN (xiil), RAEHRER(ZR)E,
IRHT AR, SB4 g K (xiii). ENFEEGTENAAP-HER LR
BE S5-I 647 (B0 RV A RY) LAERARE., FEmw — AL, B85 (xxiv),
BAREBERI (upknk, 2-RERME, trgs. RES) URAEELE,
/AR Ila HHIFHLEY. AT ZHEFENRANTTHEMARBEERL
MRS, BTFHEBRAMIN BRI ERFR R M.

XEER PR ELTEREBHMLUEESHER, BTNHR
FHERA#THE(ELE 9. fn, 4-BRAE D xxv PEEMTHE
A, B8 4-|WEFE G0 xvi). ARFRFAEBMEE, B35 (xvii), &
HZBELE, FERARTELSY oxviii (B 90). W 9B BFir, B
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W BN RATB A/ E. EERNERAN 6-6 L #IT& MUK
(B 9C). #lin, S-THEEITHAY Goxi) AT ¥ HLE R () BR4L$EE (fn
Fe/HC1) b S-EEREM A (xxxii), EREHERP ARNETRRTEN
(xxxiii). AE&REEF, WP TEE, LBREFY S-EEFEHFEY, T
BIERAEPEE (xxxiv), TUWMBEFREBNC (oxxv) o B (xxvi) Bii%
A (xxxvid) . HUKR(ZAE 9D), EWREATEY Gxxviii) THEERL, ™
A EE (xxxix), RIEBEMN (1) B4 x11) SisR R (x1ii) . ZEHRATE
Y (x1iii) AR SRLE, BE N ESIAETRE, EPEME(x1iv),
BB (x1v) o BEAL (x1vi) M4 AL (xlvii) .

B 10A-10D R T —HEUEPHERME, EHATHEH 6-8 BRt1—/&
ik, B 10A BoR T AR (x1viii) ME T E MM (chloroimidate) (x1ix)
WHIEERARI(), MEZBZEE (1) ¥ 0ERE (1id) . 1 M 1ii HEE58
BT (i), EUHEEMN, FE liv, REBEFEZER (W, 2-§
Hpkm) A, BREEY Iv. B 1B ERTHUNRE, HPZBMZRZE
(vi) WAL, BESHEEMAY QviD) . # Lvii SEARMIQvii) e,
BEmEE —B(1ix), BHEEFERERUNEFY (0. B 10C BRT—&
Mg, RPREEYR (DS FEHREER, AN (IxiiD)) FF AR
. JiE, F 1xii M 1xiii &/ HTEE K (1xiv), A POCL (HEER
i), RESEFER 0 1, 2,4-=W) K NT#4L0 B39 (1xv) . B4,
— B BT AR 2~ EAF-0-Ar. -S-Ar. -O-fEH-S-EHL
4% (BE 10D) . B, FAECAT (1xvi) AT EEEE (xx) , B3] T EmE & (1xvii),
A HEEMNH S R-NI-R' 44, B3 1xix. BERPER, B3 2-HEHRE
WED (Ixx). THIFEIERTERLRNANEFHFLEN, B3 1xxi.
AEEPMFEEARSHROREN ALY, S8 BREEY Ixxii
BY 1xxiii.

K11 ERTR I EPNsE. E—HLEARED, 246~ LHH
Bk, 6-fr EHBREFMBALER, BF 1xv, REARAN (NHERHZR
BRI RBEESZIE lxxvi(BR8 1140). E5—HELHEFRP, —HESWL
Mo® QAxxviii), HHEAITERESY (xxix, Bl H ZBRE B EELE L
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B), REEALHARKA (nZRE) LB, BINARELE (Ixx, Z1LHE
11B) . RYp-MiBEEL B LR iR, M 2-BAFRRARRZ AT
BAHE S —PMREMFRE (1xxxi) (B LE 110) . EidRFEFOBRBRE
WHEH-ALHEFR(SLE 11D). FHEX{, REZRZEETASZER
BWGEE, HRNEYRBAMN (Ll N, N-ZZEN N6 42, BIRA
e — & (1xxxii)« A POCL(BRHERAN) AE, REASGENE (0,
BRAk, 2-fREEBKAE, REEZE. W) L2, BBBARER (Ixxxiii),
BE7K BR324 Curtius BHE (B0, A - FERBBERALY) . BATER (Ixxxiv),
W KRS EARIIEBRE, EARAXN EXARENY, WA EREK
BM_FRAE, BRBASWARE, Lxxxv, HRE (I8 Nal) M5 (30 MeD)
LB — PR Ixxxvi. REERBRBINRLEFEETHEAIEE
HAO LY (B 11E) . #lin 1xxxvii AT Lavesson R4, BBIFHAH
B lxxxviii, BXS (AEAEFNY) LE, BEFSNHESL 1xxxix, HF,
EHEBROEETHEBRTAE Ixxxvii, BB EIIFRL xc. & 11F F 116
ERTER IIb GEERMZLEYHHERE. 8 11IF P, ARUT LR
M ET & - HHRE, 6-UARBAIANERE (xci). xci PHRR
HZ Curtius BEHAEBRBE xcii, REAXNBRAAENMEHLN xciii.
B 116 BRERE 8 eiv) IFIERREUIBENRRLE xcvii BHE.
sk, xciv PEENPRIEEER KM, BH#IT Curtivs EH:, #
B xev. AR TETEFKOBERROABGRE, B3 xcvi. AXAE
Y EM P xevi TR D xcvii.

B 12 BAETEHER I heW. E—EXHARWE 1205, A
BROnEAER) & 4+-FEEfTEY (xeviii, A ERFTEHE), B3 xcix.
FAREAEYPEABREREDRERILN N-BEBREK (). AXAHEEN
YICERE c FR4E ci. AHOIME, ME 12B iR #l& 6- A B M BRAKE
HAEb&®. fim, AERFETHERAERE cii, REANT xcix BF
EA AT AY ciii. Wl 12C IRTHES—4MRK IIc BREREA.
X, BEEQERER LBERAERTEY (civ), BAERAH -2 L
HEEBY. AAANEHSNYTERERSIFLBBBE G- L) E, B
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F| B 459 (cv) .

E—ANEHAED, WE 13 Fin, THER I1d LEw. BEKS, B
RZBZEBTHRBESEN (cvi)4B4, SRHEENER (cvii), TREHRMAH
MUGE, $46H@0E (cviii). BERPER, REM POCL, 4RIz
TFEAHIF, EBRAERE (pyrinidinium) £k (cix). AEFENLE cix B
B ERAEY x). Bl 3, 3, FERARZMENEZRZEIREY, &
2% B A A B AR RO MR R S MU T 0 4 A B4 |

FE 14 SO T ETHER 1le fkaY. BEBD 14 FiRrNAR, B
S ARAEE (cxi, MBERPUBRERSE) S 2-BEZRZMHZE (S
M 2-ERFRZBEZMIE BE, BHGE T (cxii) . BERPER,
FE 13 BRMMALTERTEANIFL, BRI (xiii). BEDRGNE
A exiii, BEIEHERY (cxiv). '

A RPREWOLSYTH SRS, RAFERTRAMGEEN
RS A R E.

ARG —EU LY EERTERNE, ARBAEXELEVOFE
XEERTARBTR. MTREEEROERY, XRXUSYTH LR
F MR EE M AT A AR, REFSNRBEAWAR. TALE
RAHAGOEERER, NEETFHASRAREERANOGBER, it
MAMHENETERL R, RNATEL, FETHRY.

ERBASYTLUEHHRRE., S, LEWTERHERLE, oy
(). ST (@-125) R0 MC(BE-14) . ABIGOR, HEYTERBEREEHL
AYRNRAERN, HERBLEERS FHITEE, FRANEHLAWE
RAWALY, REEIRE. 280, DR, BEAH. BENSHEE.
EEFENMEZN N AP RESRAEHEE.

HEWa
FEHEONEGVESINEAIHFERHGEFE, WEIES

RUHEMBEYHARERS, REBXOBURYE, SIROENEERT M.
FEREHLEYRNASYREREMNEEQARRERR. A TN
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SFA CMV f3EtE, F5 Kohler %7 J. Virol. 68:6589-6597 (1994) #Bm KI4H
PIF TR, B8R, X/ 28kDa HELEHMNFEA pp28 R#EFH
BFHTHEZSHECERN (RAEBNEAAEMMEH I MHM) . AFEER
# 4% (Human foreskin fibroblast, HFF) g A ZE 4 HCMV 7% 8 (MOI 5) A i,
5 ETF 6-FLEA, HEEARERAFTIERE. 1 ARE, BRPEHEH HOW
BHOASTMEBRRARS, ARRSYLER 24 M RIERSE
HRIEKE. RRLCEYNEDEERENG 1C, H: HY TR (BRERL
H)MBRAMK, FEH HOMV FHEERE (B HFF BFEHNRERBREN
RIWD S0XHRBHBWIRE, R, FHBSOXMNE, EFFNAREK
10 ZREHREEBRASYRRASE HFF 46 a4 R FE.
RIBUT AT EE SR EDRIE.

£ 1
HEY ICsq (M)
a 0.8
c 0.1
d 0. 02
f 6. 0
g 0.8
h 0.3
J 0.01
k 1.0
m 2.0
n 0.4
0 2.0
p 0.3
q 3.0
s 3.0
t 10.0
u 0.1
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'H-NMR ¥ 7E Varian Gemini 400MHz NMR J%il{¥ bid#. BB Ak
KIIF: T B8 (s, B8, d, Wik t, =#; o WEE,; n SEE; br
s, WATELEE), BAEFHRALA He) . HTFEFAL (EID) HMFE Hewlett Packard
5989A FUIE{( L. MLEZRHF LR IRABSHBTZLH, REEEIMETH
HNFEE(EESR). HTZHEAERNFRARRN. BHRYRAPEEHR
mEA, HTELEERSEA MM EHE.

L HH 1
ZLEHFRART 2-(N-FEEREE)-4- Q- FEM-1-1) -6-FH-5-74
EETE () MBHE 4-(N-FEERE)-2- -FRBEW-1-3) -6-F R -5-T5%
@ErE (b) 874 "k
(3w o, L
°“’ fon o
C\J\N Mo - M‘a) N~ Me * :)J Me
a
MBERFY 2, 4-—§-6-FE-5-THERE (2. 25, 10.8 ERER, 1.0 X
B)7E THF(15 ZF) FRIAER (-78°C) hHiMmA 2~ Rk (977 5, 11.9
BRER, 1.1 ¥B)ZE THF(15 EH)DPRBEME. | MG, TRkBAKARN
B, B2 et 15 4. SR IDA N-FEER (4. 6ml, 43.2 AR, 4.0
L), FRMEEBAE-TSCTTHRE 1 A 15 44, EERTHRALIR. i
BEWEH, REYH S FEAEE, A 0. IMHCL k=R, AN NaCl XK
BYEHR=R. BEEHNME, REDEEREMAML(1: 1 S5/ Z8, 1%Ac0H

VERYERW), 8% 209 ERERAEY a6% RHFHME 400 &BR), f
b(104.8 &) .

b
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(a) ‘H NMR (400MHz) (CD,0D): § 2.26 (3H, br 5); 2.58 (3H, br s); 3.61

(3H, s); 6.88 (1H, s); 7.02 (2H, d); 7.31-7.34 (3H, m); 7.43-7.48 2H, m). 1+ ¥ 1k :
C,H, N0y C, 59.25; H, 497; N, 2591. Mt 4k : C, 59.16; H, 4.95; N, 25.86.
(b) 'H NMR (400MHz) (CDCI,): § 2.40 (3H, 5); 2.80 (3H, 5); 3.55 (3H, s);

6.95 (1H, s); 7.13 (2H, m); 7.30-7.39 (3H, m); 7.86 (2H, s).

LHEF 2
BEHFERT 2-(N-FEERE)-4- Q- FEKM-1-2) -6- Z 2 -5
B (c) AR

Yo S
02 02
a,jiﬁ:, %ﬁd«
a <
FMIBAEN a(54. 4 T, 0.168 AR, 1.0 HB)E THF(1. 0 )+
BITKA Y (-78°C) PN A LiN(SiMe,),, (0. 20 ZEEE/R, 0.20 ZFH, 1. OM/THF
W) . BEHE 10 40)5, Wi MeI(0.105m1, 1.68 ZAE/R, 10 4B®). R
NZE-T8C TRHF 40 44, £ OCTEHA 4 Pt HHEZRE (0. 25m1) FA
B, BREREYRRET. REVREHRT _EFiR, FHEM NaCl K#E
HER=ZR, BREHNMEET, AIHMNEEH.
HEidrEREENTANL, B 1: 1 S5/Z8. 1%Ac0H. 3%Me0H 1E K St
W, B3 21 4mg FHHI=HQT%).
(c) 'H NHR (400MHz) (CD40D): & 1.29(3H, br s); 2. 28(3H, br s); 2. 86(2H,
br s); 3.63(3H,s); 6.89(1H,s); 7.02(iH,s); 7.30-7.39(3H,m); 7.42~

7.49(2H, m) . |
MS ESI m/z (FIXTEREE) . M+H, 339.2(100); M=Na, 361.1(15).

SRR 3
BRI RERT 2-(N-FE-N-BEEE)-4- (2-FEKW-1-%)-6-F -




5-FH X NE (d) . é, 4-X0- (N-EX-N-F R R L) -6-FFR-5-FHEERE (e) B 4-
(N-EHE-N-F R E)-2-(-FHokk-1-3)-6-FR-S-HEFER O HE

| 5. G
Bon —--mnitr""’mi&“’ 9

d Py f

5 EBHFN 2, 4- - H-6-FR-5-FEEF e (187. Tug, 0.9 AR, 1.0 5
)7 THF(2. 25 ZEFF) A EtOH (2. 25m1) F AW #EHK (~78°C) RN 2- 5 2k
(148 DL, 1.8 AR, 2.0 HE)FE EtOH(2. 25 BF) PHIFM. 45 71 #f
B, FIKBHENKBRE, BSYHEHHERE 2.2 . EFMA N-FEFERK
(0.465ml, 3.6 ZEAE/R, 4.0 MB), ##HE 2.7 HprE, ELHRRBREZEN,

10 BEDHE_EFEEE, B 0. IMHCl ¥e=K, FHEM NaCl KBEBRBEHR=K.
AEHBERERN, REVSERERM4L(1: 1 S5/ T8, 1%Ac0H fF

HEBRE), B2 d(32mng), e(116. 3mg) F £(104. 8mg) .
(d) 'H NMR (400MFHz) (CDCL,): 8 2.30 (1.5H, s); 2.53 (1.5H, s8); 2.57
(1.5H, s); 2.59 (1.5H, s); 3.15 (1.5H, s); 3.27 (1.5H, s); 4.88 (1H, s); 4.97 (1H, s); 6.87
(0.5H., s); 6.90 (0.5H, s); 6.96 (0.5H, s); 6.99 (0.5H. s); 7.16 (1H, d); 7.24-7.37 (4H, m).
MS ESI m/z (48 »t 3% /& ): M+H, 339.2 (100); M+Na, 361.1 (8)
(e) 'H NMR (400MHz) (CDCl,): § 2.49 (3H, s); 2.79 (3H, s} 2.90-3.20 (3H.
br m); 4.70-4.88 (4H, br m); 7.12-7.35 (10H, br m). MS ESI m/z (48 51 5% & :M+H,
378.2 (100); M+Na, 400.1 (15)
(0 'H NMR (400MHz) (CDCL,): 5 2.52 (3H, 5); 2.67 (3H, s); 2.90 (3H, 5);
4.92 (2H, s); 6.89 (1H, s); 7.20 (2H, d); 7.28-7.35 (3H, m); 7.74 (1H, s). MS ESI m/z
(48 =t 4% A ): M+H, 339.2 (100).

Me

15 sciif] 4
EEBHERT 2-(N-PE-4-FEEE) -4- (- FHEKM-1-2E) -6-F E-
5T 0 (g) I & R
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.
0000000000

A HE 2, 4-— F-6-PH-S-THEENE (207. 5mg, 1.0 BEHE/R, 1.0 24
B) 7€ THF(2. 25 ZF) F0 EtOH (2. 25ml) RIS EFH (-78C) PR MA 2-FHEBK
M (164 B, 2.0 FAE/R, 2.0 HE)7E EtOH(2. 25 BA) PHRIBE. 46 ¢
G, FRHRAKKENRE, BAYEHE 2.25 ~it. REMA 4-K-N-FE
F % (0.485m1, 4.0 ZEE/R, 4.0 HB), FRVFHBKHE 2.7 M. BLE
RBREHN, REYA—EPEAERE, B 0. IMHCI ¥%B=K, FHEM NaCl K
WY =K, FB MgSO, T#. NEVIERZER, REYLERERAL
(1: 1 E5E/Z8, 1%AcOH FEXBERRH), BB 2(55. Img, 15. 6%) .

(g) "H NMR (400MHz) (CD,0D): § 2.30 (3H, br s); 2.57 (3H, br s); 3.59
(3H, 5); 6.91 (1H, s); 7.02 (1H, s): 7.36 (2H, d); 7.44 (2H d).

MS ESI m/z(A8Xt588F): M+H, 359.1(100).
s 5

HEHOIERT 2-(N-FFEEREE)-4-C-FEKM-1-Z)-6-F RN HE-5-
EEEE (h) & .
(3—&{0

(e
el

a h

] a(38. 6mg, 0.12 BEE/R, 1.0 %) THF (0. 5ml) PRI BEHI KA (-78

CYERMEAA NaH (9. 5mg, 60%ZEMS, 0.24 AR, 2.0 HB). #HE 15 &
75, N Mel(0.074ml, 1.19 ZERER, 10 HB). FRNZE-T8SCTRHF 2
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MEt, R OCTEMRH 2.5 zJ\tr-r, HAORZE(0.25 BH)BARE, &
BERBYERET. REYB T8 H4, HKEER=K, HERM NaCl K
BHRRER=K. ANEIHEBEEN, mHEEREN (1: 1 O/ 8, 1%Ac0H

fEREERN ), BE HERMAEY (13, 3mg, 33%) .

(h) 'H NMR (400MHz) (CDCL,): § 1.20-1.35 (6H, m); 2.29 (3H, br 5); 3.24
(1H, m); 3.62 (3H, s): 4.92 (2H, s); 6.89 (1H, br s); 7.03 (1H, br 5); 7.30-7.40 (3H, m);
7.71-7.48 (2H, m). MS ESIm/z (48 5t & /& ):M+H, 353.1 (100).

LR 6
ZXHPIBRT 2-(N-FE-—N—BEEHE)-4--FREKM-1-B)-6-7Z
H-5-mH B (§) B8R,

e 3 s
&L @

d ]

EIPEFEF d(57. Tmg, 0. 170 ZEEE/R) 75 THF (0.5 ) EHMKABE (—
78°C) B MA LiN(SiMe,),(0.17m1, 0. 17 ZEE/R, 1.0 4B/, 1.0M/THF).
B 10 £40J5, WA MeI(0.106ml,1.70 ZREIR, 10 4B . it RNAELE-T8
CTFH#H 2 Met, REE OCTHEEMHE 3 i, BADAEH LR 0. 25ml) HA
B, BARSYHERET. REYB T QT 5, AKEkE=K, AR NaCl
KBBLEHR=, AHEREET. 2BEERGHLE (1. 1 S/, 1
% AcOH, 3%MeOH 1E R ¥EMXH) , BEIBIRAEY. BF: 30.3mg (50, 4%) .

- {}) "H NMR (400MHz) (CD,0D): 8 1.26-1.41 (3H,m); 2.21 (1.5H,s); 2.45
(1.5H, s); 2.86-2.94 (2H, m): 3.22 (1.5H, s); 3.35 (1.5H, s); 4.93 (1H, s); 5.05 (1H,s); 6.91
(0.5H, s); 6.94 (0.5H, s); 7.07 (0.5H, s); 7.12 (0.5H, s); 7.23-7.38 (SH, m). MS ESI m/z

(fa =t 8 & ): M+H, 353.1 (100).

iﬁW7
ZEBHERT 2-(N, 2288 HK)-4- Q- F HEoke-1-3) -6- F B-5~




. = -
..........

BB TE (k) HIE& .

t _ N
' 02 /: on,
c/h[&[:o - M(‘NJ‘ Mo
Me—
k
IR A 2, 4- -6~ 2 -5-FH 20T (208mg, 1.0 REAE/R, 1.0 M ER,
76 2 T EtOH 1 2 BF THF ) MW HEE (-78C) PRMA 2-F FHpkm (164
5 R, 2.0 BEE/R, 2.0 HE)E 2 TH EtOH PRIEH. FEREHIE-78T
T 1, REEOCCTHH 2 M. BMAZLE, ERESELH.
FEBMREYDE S PAHEBE, B 0.1MHCl. M NaCl ¥k, FIH& MeSO,),
k. BREZEN, REYELERERAWK, B3 35 EREHFEHKEYKH
AR
(k) *H NMR (400MHz, CDCL,): § 1.15-1.23 (3H, m); 2.48 (3H, 5); 2.53

(3H, s); 3.59-3.60 (2H, q); 3.68-3.70 (2H, q); 6.86 (1H, s); 6.95 (IH, s). MSESI m/z
(Aa =f 3 B )::M+H, 291.2 (100).

HRBAMNFE, AEENEAE_2R,. BATHEI NREHRY.
)-—Me

. CS e (;Lir_:.
PO S S > o JX
% m/\j N “Me OAKO

m

10

-(N-FETHEEE)4-Q-FEHM-1-B)-6- FR-S-HEFERLEY
m(N- T # ¥ 2 ) - 40 E 3 . 'H NHR (400MHz) (CDCl;) : & O.86-
15 0.95(3H,m);1.23-1.38(24, m);1. 51~
1. 68(2H, m) ;2. 52 (3H, m) ;3. 52 (2H, t) ;4. 83(1H, s) ;6. 80 (1H, s) ;6. 92 (1H, 5) ;
7.13(2H, d) ;7. 26-7. 31 (34, m) » MS ESI m/z (A8X{3RME) : M+H, 381.2(100).
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-(N-FRETEERE)-4-(-PHEKM-1-K)-6-FE-5-HEERLED
n(N- F# 2% T % B ) - 68 B 3 . 'H NHR (400MHz) (CDCly) : &
0.95(3H,t);1.32(2H,m); 2.51(3H,br s); 2.55(3H,s); 3.15-3.24(3H,d);
3.58-3.72(2H, t); 6.85(1H.s); 6.95(1H,s). MS ESI m/z (AHXI3EM) : M+H,
305. 4(100) .

2-(N,N-Z ¥R A E)4-C-FEKM-1-K)-6-FX-5-HBEERHLEY

"o (T HEE) ---20 5. 'H NHR (400MHz) (CDC1,): & 2. 53 (3H, br s) ; 2. 55(3H, br

s): 4.81(2H,s): 4.96(2H,s): 6.85(1H,s); 6.95(1H,s). MS ESI m/z (¥ X}
M) : M+H, 415.6(100),

Q‘—:Oz (3w
MQC'“ /ﬁIm M/\?ltq.oz

P q

&Y pU-FAEIRDE) 45 R, 'H NHR (400MHz) (CDC1,): & 1.12~
1.16(3H,m); 2.46(3H, s);2.51(3H, s) ;3. 40-3. 47(8H, m) ; 6. 84(1H, s) ;
6. 99(1H, s) . MS ESI m/z (AEXTIREE): M+H, 317.1(100).

WEY qIN-CGFRAEFHE) THK) 41 5. 'H NHR (400MHz) (CDC1,): &
0.23-0.64(4H,m); 0.89-0.93(3H,m), 1.18(1H,t): 1.59-1.73(2H, m);
2.49-2.51(3H,d); 2.54~2.55(3H,d); 3.46-3.58(2H,m) . MS ESI m/z (48 %{
SREE) . M+H, 331.2(100).

S 8

ZERBIBART 2-(N-FERRE) -4 g s -6- FE-5- R HE (r)
K& B :

. 27—




»
oooooooooo

FMAEL 2, 4-—F-6-FH-5-TERMIE (208mg, 1.0 EAE/R, 1.0 5E,

75 2 BT+ BtOH 1 2 ZEFF THF o) BOW I (-78°C) R N AR 4% (78 BT, 1.1

M) 10 ZF EtOH PGS, FIAMERE-TSCTHE | AH, RELE

5 OCTHH 2 . WinA N-FEER(0.432 EF, 4.0 48), FREHEH

AR FBNRAYE MRS, B 0. 1MHCL HF0 NaCl YE%%, T48 (MgS0,),
g, RRBEEN, REVSHRBEFAL, BHEFLET .

LHEH 9
10 BEHHIRRT 2-(N-FE-N-FHEEE)-4- (- FHOKg-1-8) -5-FHE

W BE () B9& Rlie

. {3
Ci{j/:oz L O/\z Iﬁ»@

L

7 80CT, M 2,4 —¥|-5-WEEE (200 FFE, 1.0 FBEE/R) 7£ 084 (5

B BRSEP A 2-F KM (85 2T, 1.0 RAE/R) A N-FE-N-FERK

15 (133 #F, 1 BEER) . FHEEE SOCCTHALSHE, AR, HEHTEN(1/1
O/ Z8), BIEELEw(s).

(s) 'H NMR (400MHz) (CD30D}: 5 3.09 (s, lTSH). 3.17 (s, 1.5H), 3.18
(s, 1.5H), 4.54.8 (m, 2H), 7.2-7.5 (m, 8H).

SEHER) 10
20 LA ERT 2-(N-FHEERERE)-4- (- B EDEM-1-2) -6-FE-5-




L N ) L] .
..........

Rs

N

O o

HEREIE (1) K& .

t

¥ 80CTF, [} 2,4- "% -6-FE-5-THEME (150 X%, 0.72 BER)E
ZRESE (5 BA) BRI BT M 4-FEMKM (60 ZRE, 0.72 ZBE/R) M N-PR
5 -N-HREBRE(77 B3R, 0.72 BEER). EFEE SOCTHAELIE, #4, H

ERITEWN (/1 E/8), BEGEALEY (1.

(t) '"H NMR (400MHz) (CD3OD): § 2.37 (s, 3H), 2.74 (s, 3H), 3.30 (s,
3H), 7.25-7.55 (m, 5H), 7.75 (s, 1H), 9.31 (s, 1H).

SLHEH 11
10 ZERAIBRT 2-(4-FRERE-1-3)-4- (2-F Rk e-1-%) -6-F -5~

WEETE (u) B8 L.
L3

B o > o

PRN._
u
£ 80CF, M 2,4-—¥-6-FFR-5-IFEERE (175 33T, 0.84 MEERE
TRESE (5 BA) BB MA 4-FENKM (60 BT, 0.72 TER) N 1-FH
15 WRWEE (148 #4F, 0.84 REE/R) . {FEME SOCTHMATRH, #wWiHl, HEMT

Bir(1/1 Bke/28), BEFBRLEY ().

(u) 'H NMR (400MHz) (CD,OD): § 2.42 (s. 3H), 2.60 (s, 3H), 3.38 (br
s, 4H), 3.80 (br s, 4H), 4.38 (s, 2H), 7.30-7.55 (m, 7H). MSESI 347 m/e (Gast & A& ):

M+H, 348.0 (100).
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SEiEH 12
ZELMHABERT 2-U-ERFRFEEE) -4- Q-FEkM-1-3E)-6-F X

-5~ ZERENE (v) & AL.
(3\}.1.

o itfif”

Fa
v

) 2-¥-4-32F-6- P E-5-REEMERE (300 3, 1.58 MAE/R, 1.0 H#)
FEEKZEQIO BA)PHBANBEYENA +-(EHFE)-FEK G0 B
W, 3.1 %R, 2.0 ME)MZEM (130 ZE7, 1.58 AR, 1.0 %8). 18
BmHBEESY, FAHERER 22 M, REAHBEY, RZHBRETHE.
WRBEYHETZELEE, B IMHCL %=Xk, MR NaCl BHEHRZR,
RIEH MeSO, T#R. REBNABIEFHNECEATRE, KETR, REE
F 4 BF POCl,. M (95~100°C)0.5 /B, Bt AR POCL,, HE
MGEFYRAENRMGA (1 1| SR/Z8FRE), SREAHERFEEGI3 &
%), ENHEETT-SMERAINLAWL.

M bR AL (150 25, 0.4 BAE/R, 1.0 ¥E)EZM Q.5 FH”)+
ROBEHE W E N -k (142 %, 1.7 BER, 4.0 XB). FFEHR
Sy EFMN#A 5 PR, W, BERBERKREZEN. REYBETLRIE,
H 0. IMHCL. 7K. #hK¥Edk, F MeSO, F#H. BREBENEHEEBWHEE K.
BBk, A 2. 5%MeOH/ W Fieel, #IHEM. AdIH-ERE
MERFIE, BEFELEY. BF: 152.3ng, NEBIHH 2-8-4-2E-6-H

E-5-THEME B RN 51%.
(v) 'H NMR (400MHz) CDCI, & 2.28 (1.5H, 5); 2.42 (1.5H, s); 2.55 {1.5H,
s). 2.58 (1.5H, s); 4.71 (1H, d); 4.80 (1H., d); 6.67 {0.5H, br s); 6.80 (0.5H,br s); 6.88 (11,
d); 6.96 (11, 5); 7.41 (1H, d): 749 (1H, d); 7.62 (2H, d). MS ESI mv/z (#axd % A& ):
M+H 392.9 (100).

LRl 13
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15

. L. . 4 9 . 48 o

" se * . a2 & . g4

1 ] L ] . » & [ ]

" a8 e *s o & sz ®
» 208 *b aeh @

HEMAIRRT AR Tk EE B oz £, #E 2-((0-%
B-1-RE)RE) -4 (Bksk-1-5) -6-FH-5-H R (v) .

H § 0, | Q ‘
S D

A 2-((I-FERRE)EE)-4-BR-6-FE-5-FERFE (8 R, 0.27T%
BER, L0 4R, HEEREHE 12 ORI ESE) et 0 ZH) + 88
AEMNBEEMA=ZRZRE (115 #F, 0.81 AR, 3.0 118). FREY
BH 15 ek, RRIEMABKM (184 BX, 2.7 BE/R, 10 BZ8), LBREYH
IR, EYEEREBREUR, SROABREUHETILRZIE, A 0.MHC1 ¥%
&, REAEKER. REIBNFRINHEMBEA S EERETAL |

(2. 5%MeOH/CH,C1,) , 8% 36.1 X5 (42%) FRBL Y.

(w) "H NMR (400MHz) CDC, § 0.99 (3H, m); 1.73-2.02 (2H, m); 2.48 (3H,

s); 4.81 (0.66H, dd); 5.07 (0.33H, dd); 6.16 (0.66H, d); 7.02 (0.33H, d); 7.08-7.12 (2H,m);
7.25-7.38 (5H, m); 7.89 (0.66H, s); 8.18 (0.33EL 5). MS ESI m/z (#uxf 3% /& ) M+H

339.2 (100).

SLHEH) 14

HLWH BRT % - L E SRR NERATELY, 0 2- (-FHRE) -4- (2
ER DK M- 1-38) -6- P E-5- I R (x) . RIB AL,




10

15

> B
lllll

MMAERRE G ) ORMPIMA NaH(128mg, 60%FEH 1, 3.19 A
R,2.0 4i), LBEYERSATHE 10 o8, IBHBRAETEEEER
EH 2-W-4-PBR-6-FE-5-FEHEMRE (302 EH, 1.6 ZER, 1.0 YE)MY
EARG 2 ERNEEE. FIBMEESYE 100CHB T I 1 hef, E
ANEHER HCL Mok, B9 RER. 2EFIAME, HK., K,
Al MgS0, Fi#, BREBNEHIEBGE & (FE 297 BR) . HElMEddEa
B89 POCL; (3ml) P7E 85-90°C Fhah 6 04k, FEK LWH, EHFHE POCl,.
e R GEEZEEERgA, B3 117 BRPEE, FASSHES 12 FAREY
ERERAARELEY. FANEDASER (191 B, N 2-F-4+-B%-

6-FAIE-5-FEE R E, BR8N 43%).

(x) 'H NMR (400MHz) CDCI, 5 1.04 (3H, t); 1.86 (2H, dq); 2.52 (3H, s);
2.61 (3H. s): 4.38 (2H, t); 6.90 (1H, d); 6.98 (1H, d). MS ESIm/z (faxt & & ): M+H

278.1 (100).

L 15
FASEHEf 12-13 7| M TR &R 2 5L e LS WE LR i CMy

HERR, FETRHTIKEREE: +1C,>500nM; ++, 100nM<IC;,<500nM;
+++, I1C5<100nM.
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Rl
rR* R" - R* R® m/z (m+l) | L EEHR
— H Me Me 392.9 oy
- H Me e 351 +
m,
F —— H B M I91.1 s
. e o E - Me 406.9 rary
— H Me Ve 3771 -
&f‘cu
—— H B —Me 1.1 =+
%Fa-—r H e e 411.1 +
' CFy w~ H E M 4251 +




= 2 (&)
W R* r Re R" m/z (m+1}
— 5| 7 e 3771
. — A Me 75 3531
— H Ne e 3111
Y
poer H Me Me Er SN
la ; )
F == " M ¥ 3091
O\)OCF:
ﬂ — B H M 3397
m
- 5% B W= LY 5]
.
F
T H e e 3351
F — B Mz M2 3033
X




[ EE R

aspe

-

= 2 (&)
i T A R ——
1 R R* R R miz (m+1) | #AuEiER
— H Me Me 359.1 s
CK@)
—— H e e 3301 s
c’/g’
= H Me M 392.1 +
s H Me Me 3309.1 +
Beg
? . H - Me Me 359.1 rurary
—-— H Me Me 461.1 +
H F‘\q
Fa
—— 'H Me - Me 393.1 +++
‘ e H M Me 303.1 ey
uc\é;
e H “Me Me ~339.1 prary
H:’\@/I
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l R* R* R* R* m/z (m+l) | % EEH
l — " M e 3611 ran
o1
k .
= SR e M 3113 ey
F
*Cd
vfj.... H Mc Me 373.1 +
e H H Me 3231 +

I

'361.1 ' ++

‘Q'l “;Q'l
1
s
&

SEHER 16
S 12-14 MR F BRI ZF TR 3L & T &9 3E4T ik cuv

R, BIIERE+, IC,>500 nM B35 K F.




.....

8N
N RP
l‘ \Il l02
07N Re
RI.
R x K W | PR
ERE Me Me 3781 r
IEHE H Mc 264.1 G
FTH Me M 3033 I
FETH “H Me —278.1 +
HZE H Me 376.1 T
B B Me Me 330.1 T
_E Me Me 264.1 +
FH H Me ~312.2 "y
RS . TH H Me 308.1 +
3P E-1-THE Me M 3223 +
33-"BKE ). | H Mc 306.2 +
TH

3,3-HH.1- Me Me 320.1 +
TH

SEHEE 17

ZEMPIBRT 2-C-ZEHEEE) -4- Q- PHEKM-1-2) -6-FE-5-

MR 2
L P~cne

el o
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WP 12 WA, BF - SUHRAELTEN, HEH 2-O-
SE L) -4- -6 F E-5- R (56 B, 0.18 HAER), HTF 2.0
ZEF EtOH, RSN 2-FP KM (38 FER, 0.46 AR, 2.5 W) . FEBH
HEWANE SOCHIABER, B 24 AN, ARBERGHEN. SHER
£ 44, (S10,, 2%MeOH/CH,CL,) , 78] 34 BFIFBIL S (52%) MEEHREE

{&: #55203-204°C.

H NMR (CDCl,, 400 MHz, 3¢ # 51  & 244) § 7.28-7.13 (m, 5 H), 6.99
(s, 0.5 H), 6.96 (s, 0.5 H), 6.17 (d, J = 7.9 Hz, 0.5 H), 6.06 (d, J = 7.3 Hz, 0.5 H), 4.93
(m, 0.5 H), 4.73 (m, 0.5 H), 3.45-3.34 (m, 2 H), 2.94 (dd, J = 4.8, 16.2 Hz, 1 H), 2.89
(dd. J = 4.3, 16.0 Hz, 1 H), 2.71 (s, 1.5 H), 2.65 (s, 1.5 H), 2.63, 5, 1.5 H), 2.53 (s, 1.5
H); MSESImvz (48t 3 &) :351.2 (M + H, 100). 3t %4 : C,H,N,O: C,

- 61.70; H. 5.18; N, 23.99, 4 : C, 61.08; H, 5.22; N, 23.57.

LR 18
ZEHEFERT 2-Q-ZHAHRE) -4-5K k- 1-F-6- F E-5-FH E e

BIE .
N
L
u N
% 2-(2-— S ) —4- ¥ -6-F R -5- B E0E (66. 8mg, 0. 22 FAE/R)

T 2.0mlEtOH, R/GMMABKM: (37 BT, 0.54 HAEER, 2.5 UE). BHEE
BRI MBI 80Ck 18 Ait. RERFTRIERBER, SHREEEERAgL

(5105, 2%MeOH/CH,C1,) , 3% 52. Img(71%) X ELE A E &4 (0. 155 F&E

JR)HEA 177-178C, .
'H NMR (CDC1,, 400MHz, RE$: F# AR & 4) 6 8. 23(s, 0. 5H), 8.16(s, 0. 5H),
7.28-7. 11 (m, 6H), 6.09(%E s,0.5H), 5.91(d, J=7. 2Hz, 0. 5H), 4.93(m, 0. 5H),
4,79(m, 0. 5H), 3.40(dd, J=7.0, 15. 9Hz, 2H),  2.91(dd, J=4. 1, 15. 8Hz, 2H),
2.56(s, 1.5H), 2.46(s, 1.5H) ;MS ESI (X} ¥ B )337. 1 (M+H, 100) . C,;H N0,
B3 ¥ C,60.71;H,4.79:N,24. 99, ®E{H: C, 60.29;H, 4.89;N, 24. 69.




LS 19
EXKEHRAT 2-(4, 6-—F-1-— o fhehs ) —4- (PR -1-3) -6 -

5T ZE I UE 95 Al
F: ; l\_ NO,
N
F

5 BB 12 8FE, B4, 6-H - 1-“AHEEAZERHEN 2-
(4, 6- " F-1- "L EEE) -4-K-6-F E-5-THEEE (56mg, 0. 16 FER) B
F 2.0mlEtOH, #R/SMMABKM: (28 3T, 0.411 ZEAE/R, 2.5 HE) ., HBHEM
B 80Cik 23 M. RAREKZREREAB, 2REBTAL
(Si0,, 2%MeOH/CH,C1,) , 7B F] 35.5mg (S8 BRI EE B EB &= B A

10 175-176C.
'H NMR (CDC1,, 400MHz, FE¥: F#&R &) 5 8. 09(s, 0. 5H), 8. 06 (s, 0. 5HO,

7.26~7.10(m, 2H), 6. 82(dd, J-7. 6, 11. 6Hz, 1HO, 6. 72 (dd, J=8. 8, 8. 8Hz, 1H0,
5.95(% s,0.5H), 5.82(d, J=8.4Hz, 0.5H), 5.72(m, 0.5H), 5.56(m, 0.5H),
3.05(m, 1H), 2. 87 (m, 1H), 2. 73(m, 1H), 2. 55(s, 1. 5H), 2. 49(s, 1. 5H), 1. 98 (m, 1
15 H);MS ESI( A8 f = B )373.1(M+H, 100) . C.H,;F,NO, # + # {4 .
C,54.84;H,3.79;N, 22.57. @E{E: C, 54.95;H,3.76;N, 22. 32.

LR 20
LA ERT 2-(4, 6-ZHW-1-“ R RE) -4- (2-FFRIkw-1-3) -

20 6-FE-5-THEEIENA K.

,}-cna
e

- —40—
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25

- .. . A

'.. b ™ as @»
s
L]
. e
. sen 8

¥ 2-(4,6-=F-1-“HLEHEE)-4-K-6-FRX-5-THEELE (56mg, 0. 16
BAER)ET 2. 0mlEtOH, AASSMA 2-F kM (34 B3, 0.41 HEEER, 2.5
HE) . BEBMNAZT 80C, BMATMHE 26 i, REETHEIRGEHEA,
2 W B YT 4L (510, 2%MeOH/CH,CL,) , 8% 42. 6mg (6% ) M EEFHE
W 4 74 : 8 A3 164-165°C.

'H NMR(CDCly, 400MHz, JE ¥ R 13 46 & & # )8 6.98(s, 1) ,
6.90(s, 1H), 6.81(m, 1H), 6. 71 (m, 1H), 5. 87-5.81(m, 1H) , 5.73(m, 0.5H) ,
5.54(m, 0. 5H), 3.05(m, 1H), 2.82(m, 1H) , 2.70(m, 1H) , 2.60(s, 1.5H) ,
2.53(s, 1.5H),2.51(s, 1.5H), 2.46(s, 1.5H),1.98(m, 1H) ;MS ESI( #8 % F*
FE)387. 1 (M+H, 100) . CygH,sF,Ns0, RIiHE{H: C,55.96;H,4.17;N,21.75. J&E
{§: C,56.15;H, 4.59;N, 20. 71,

LR 21
ZEBHERT 2-4,6-—F-1-“HHHERE)-4- -2 EmKM-1-K) -

6-FE-S-HEERMOERK.
Nvﬂa
F, N, -NO2
C L A
H’L" 3
F

¥ 2-(4, 6~ H-1-—HMAHEE) -4-N-6-FE-5-EEE (56mg, 0. 16
FRER)ETF 2. 0nlEtOH, REIMA 2-ZHEBEME (39 ETE, 0.41 ZER, 2.5
HE). KEBM#F 80Tk 23.5 Mit, REAZTRHEREEE, SREE
% B A4t (S10,, 2%MeOH/CH,CL,) , B3| 39.6mg (60%F ) ML B K AR K
=4, ¥ 88-89C.

'H NMR(CDCl,, 400MHz, JE% R 3k B & ¥)8 7.02(s, 1HO, 6. 88(s, 1) ,
6. 81(m, 1H), 6. 72(m, 1H), 5. 85(d, J=9. OHz, 0. 5H), 5. 81-5. 70 (m, 1H) , 1.29(t,

J=7.5Hz, 3H) ; MS ESY(AB3F = BF):401, 1 (M+H, 100) » C, H,;F,N;0, B3+ B (H -
C,57.00;H, 4. 53;N, 20. 99. - E{H: C, 56.93;H, 4.50;N, 20. 71,
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L 22
ZEHPFIBERT 2-(Q-—HAHERE)-4- (2-FEKM-1-8)-6-PE-5-
WEER, LHEMRENESR.

[ 3chy

N ANO2 HCl
%ﬁj\m& '

KIBBLHE. 17 MTEHEL 2-Q- g E) 4-F-6-FR-5-74
EEE (310 2T, 1.02 ZEER) BT TmlEtOH, REMA 2-FHpkmk (600 2
. 7.3 BEER, 7.2 HE). BHAANKCEBERBIMAE 80C, RNHST
BMBERE. 2¢ PR E, EERBRERBEE, ERBFEBEW AL
(S10,, 2%MeOH/CH,C1,) » 83! 303. 6mg T J& B & [ 44 B9 IF %0 5 (0. 876 REJE
R). BEOBREREBET IBEALKTIFE, M 2 %EH (8.0 AR, 9.2%
#)4.0MHC1 7 1, 4-Z0EPREH. B LERTE. B HERYMHE 10
G5 . MEBMERGRRY, BT 3 EA THF, BRE. THANEAEHEEH
RIEtOAc B4 G, B 179 B 5% B R) R EEH RO KA 184-185
C.

'H NMR(CDC1,, 400MHz, JiE ¥ R #4 & 1B & #) 87. 76 (d, J=2. 2Hz, 0. 5Hz) ,
7.71(d, J=2. 2Hz, 0. 5H), 7. 64 (d, J=2. 2Hz, 0. 5H), 7. 61 (d, J=2. 2Hz, 0. GH), 7. 22
(m, 2H), 7. 15 (m, 2HO, 4. 92 (m, 0. 5H) , 4. 72 (m, 0. 5H), 3. 41-3. 31 (m, 1H) ,
2. 97 (m, 1HO, 2. 73 (s, 1. 5H), 2. 72(s, 1. 5H), 2. 68(s, 1. 5H), 2. 65 (s, 1. 5H)
CisHigNe0, ¢ HCl BOTH® (& . C,55.89:H,4.95;N,21.73;C1,9.16.. & E{H:
C, 55. 89;H, 5. 00;N, 21. 56;C1, 9. 14,

LR 23

BEMHERT 2-(M-2-ZEF T ERE) -4-KM-1-R-6-FE-5-TE
T OE 0 5 R
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15

o

¥ 2-(A-2-ZxHCHER)-4-%-6-PE-5-RE Lm0z (58. bmg, 0. 196
RME/R)EBT 2.0nlELOH, R/FIMADKME (53 3T, 0.78 /R, 4.0 5 ®).
¥EHRBHAREHRREMME 80C, HMITHMEE. 20 Mt ERFTRERLEEH,
% RE B Hr ik (Si0,, 2%MeOH/CH,CL,) , 183 39.5mg (61%BR) M EEHR &
B iR B &4 18 X 123-1247C,

'H NMR(CDCl,,400MHz, 1 ¥ =% ¥ # B & ¥ )b
8.22(s, 0. 5H), 8. 17 (s, 0. 5H), 7. 39-7. 27 (m, 2HO, 5. 92 (d, J=7. 8Hz, 1H) ,
4.57(m, 0.5H) , 4.42(m, 0.5H),2.65(s, 1.5H), 2.61(m, 1.5H), 2.02(m, 1H),
1. 87-1. 34(m, 10H), 1. 02(t, J=7. OHz, 3H) :MS ESI (48 %% 3 BF)331. 2 (M+H, 100) ,
C1cH20N50, Hﬁ Wt & 1% : C58.17;H,6.71;N,25.44 . W F (& -
C, 58. 01;H, 6. 79N, 25. 30, |

Ha

LR 24
FKHER] 17-23 BIHM T EHERE 4 TIHAKEY. LEaP#T BB o

R, BRETHEHEKFE: +, IC;0>500 nM;++, 100nM<IC;,<500nM ;
+++, ICsoSloonMo
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F
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F
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F
? M= Me 703-206 "¢ ++
F
F




e

»a -a

aded
»

= 4 (&)
R’ K R m/z (m+1) | tz&Eh
g mp (*C)
-~..; "B Me 187-188 'C t
‘ " Me 133134 °C s
f EF
‘\&\’ Me Me 140-141 "C 4+
F
\&\I 3] Me 158-159 'C +t
F-
F
\&\’ H Mo I78-1719°C prary
F .
\&\i Me Me 14-15°C ++
F
\&\' El ‘Me 65-66 C ++
F
Me Me "429.1 rry
B /&
(QNI H M~ 3371 pry

—46—




..........

L Ly Ly wiz (m+l) | fs it
¥ mp (*C)
&\’ H Me 385.1 ++
Cl
/@-’ H H 35511 i+
F
" M 369.2 F+
| &
F
é‘_ H H —367.3 + h
H E ~ 365.1 ++
6\1 |
o : M ELTA] ey
(9*"
iH H H 3531 ++

—47—




--------

138 TR R “RY | Wz (m+l) | RgbEkR
[ H mp (*C)
oy H H Me 365.1 re
| g
% -u..: H M M 3792 rar
H H 173 Me 367.2
| éﬂ
)i g | Ve 3711
#
|
3; H M Me 383.2
!
F

ST HE B 24

B LERFTEH& B PHLEY. BRPMETSRamERE.

24.1 2-(N-(R-2-FEFCE) AHE) -4~ (2-FHEKM-1-F)-6-F HE-5-

B

W
Y

- N~ "CHj
CHs H

NO;




am aa  eas =9

'H NMR (400MHz, CDCl,): § 0.92(1.5H, d, J=7.2Hz); 0.94(1.5H., d,

J=7.2Hz); 1.00-1.30(5H, m); 1.31-1.41(1H, m); 1.74-1.82(2H, m); 1.94-1.96(1H, m);
2.39(1.5H, s); 2.47(1.5H, s); 2.48(1.5H, s); 2.53(1.5H, s): 3.52(0.5H, dq, J=4.0, 5.8Hz2);
3.69(0.5H, dq, J=4.0, 9.8Hz); 5.86(0.5H, d, }=9.2Hz), 5.98(0.5H, d, J=9.2Hz); 6.86(1H,
s) 6.93(0.5H, s); 6.95(0.5H, s). MS ESI: m/z (#8 2 3% & ): M+H, 331.2 (100).

24,2 2-(N-(i-2- AR O ) S 38) -4- Q- FEKM-1-5) -6-FHE-5-THE
W

e

O, L

C:Ha

'H NMR (400MHz, CDCI,): § 0.93(3H, d, J=7.28z); 1.22-1.41(3H, m});

1.48-1.68 (4H, m); 1.71-1.78(1H, m); 1.95(1H, m); 2.44(1.5H, s); 2.51(3H, s); 2.57(1.5H,
s); 4.13(0.5H, m); 4.28(0.5H, m); 5.68(0.5H, d, J=9.0Hz), 5.59(0.5H, d, J=9.0Hz);
6.87(IH, s); 6.94(0.5H, s); 6.96(0.5H, s). MS ESI: m/z (48 »f % & ): M+H, 331.2

5 (100)
24.3 2-(N-(R-2-PBEFCE)HE) -4 (k- 1-%) -6- P E-5-TH R

e

.

QL

CH3

'H NMR {(400MHz, CDCL): & 0.96(3H, d, 1=6.5Hz); 1.11-1.29(3H, m);

1.33-1.39(2H, m). 1.70(1H, m); 1.75-1.83(2H, m) 2.05(1H, dd, J=2.8, 13.4Hz);
2.45(1.5H, s); 2.50(1.5H, s); 3.54(0.5H, dg, J=4.0, 9.8Hz); 3.70(0.5H, dq, J=4.0, 9.8Hz).
5.43(0.5H, s), 5.46(0.5H, s); 7.12(0.5H, s); 7.15(0.5H, s); 7.17(0.5H, s); 7.18(0.5H, s);
8.04 (0.5H, s); 8.08(0.5H, s). MS ESL: m/z (48 21 33 & ): M+H, 317.2 (100).

10 24.4 2-(N- (Ifi-2- B LI OF) |IL) -4- (k- 1-F) -6- FF E-5-TH R e

0
QL

Chee




-----

'H NMR (400MHz, CDCL,): § 0.93(3H, d. J=7.2Hz); 1.22-1 41(3H, m);
1.48-1.68 (4H, m); 1.76-1.82(1H, m); 1.94-1.99(1H, m); 2.48(1.5H, s); 2.52(1.5H, s);

4.15(0.5H, m); 4.25(0.5H, m); 5.65(0.5H, d, J=7.6Hz), 5.73(0.5H, d. J=7.6Hz); 7.16(1H,
s), 7.21{1H, s): 8.04(0.5H, s); 8.10(0.5H, s). MS SEI m/z (Fs = B & ): M+H,

317.2(100)
24.5 2-(N-(R-2-FE4-FOHEE) TE) -4~ (BM-1-%)-6-F E-5-
THEL RN

CHy

'H NMR (400MHz, CDCl,): § 0.93(1.5H, d. J=6.8Hz); 1.00(1.5H, d,

J=6.8Hz): 1.22(1H, m); 1.83-1.88(1H, m); 1.93-2.00(1H, m); 2.12(1H, m) 2.2%(1H, m);
2.44(1.5H, s} 2.49(1.5H, s); 3.93(0.5H, dq, J=1.2, 7.2Hz); 4.08(0.5H, dq J=1.2, 7.2Hz);
5.51(0.5H, d, J=7.0Hz), 5.60(1.5H, m); 5.68(0.5H, m); 7.13(1H, s); 7.16(1H, s);
8.00(0.5H, s); 8.07(0.5H, s). MS ESI: vz (#8 2t % & ):M+H, 315.2 (100).

24.6 2-(N-(JH-2-FE4-FOHE) H)-4- (Bkme-1-F) -6-F E-5-

il 2 0
)
' 8
Q. ﬁi
Lo

'H NMR (400MHz, CDCl,): & 0.96(3H, d, J=6.8Hz); 1.26(1H, m); 1.84-

1.92(1H, m): 2.10-2.18(1H, m); 2.27(1H. m) 2.42(1H, m); 2.47(1.5H, s); 2.51(1.5H, s);
4.32(0.5H, m); 4.47(0.5H, m); 5.63(1H, s}, 5.72(1H, s); 5.79(0.5H, d, }=9.0Hz):
5.88(0.5H, d, J=9.0Hz); 7.13(0.5H, s); 7.15(0.5H, s); 7.17(0.5H,s); 7.21(0.5H, s);
8.03(0.5H, s); 8.08(0.5H, s). M ESL: nvz (41 =1 3% & ): M+H, 315.2 (100).

24.7 2-(N-(R-3-FEHRCE)EE)-4-(K¥-1-F)-6-FE-5-HEE

£
HgCO ﬁj\/bb::::
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-n B4  ®=ma as 2 aeas an

'H NMR (400MHz, CDCL,): § 0.93(1.5H, d, J=6.5Hz): 0.96(0.5H, d,

=6.5Hz); 1.01-1.12(1H, m); 1.33-141(1H, m); 1.45-1.54(1H, m); 1.60-1.83(5H, m);
2.40(1.5H, s). 2.49(1.5H, s); 2.50(1.5H, s); 2.56(1.5H., s); 4.19(0.5H, m}; 4.32(0.5H, m});
5.98(0.5R, d, J=6.0Hz), 6.03(0.5H, d, J=6.0Hz); 6.88(1H, s); 6.96(1H, s5). MS ESI: m/z

(faxt A ): M+H, 331.2 (100).
24.8 2-(N-M-3-FEF COE) BE)-4-(KM-1-%)-6-F E-5-HEE

- oo
NO2
Hac""O"'H J:N&Ci-la

'"H NMR (400MHz, CDCL,): § 0.96(3H, d, J=6.5Hz); 1.08(1H, m); 1.29-

1.38(1H, m); 1.42-1.52(1H, m); 1.60-1.70(1H, m); 1.76(1H, m): 1.92-2.03(4H, m);
2.36(1.5H, s); 2.46(1.5H, s); 2.49(1.5H, s); 2.54(1.5H, s); 3.73(0.5H, m): 3.91(0.5H, m);
6.06(0.SH, bs), 6.22(0.5H, bs); 6.85(1H, s); 6.93(1H, s). MS ESI: mvz (4153 3% & ):

M<+H, 331.2 (100).

24.9 2-MOEEHE-4-Q-FRKM-1-F) -6-F F-5-TH R

chi‘_)
L 1&‘”
N Ha
'H NMR (400MHz, CDCI,): § 1.39(2H, m); 1.53(2H, m); 1.74(2H, m); 1.50(2H, m);
2.15(2H, m}; 2.58(1.5H, s); 2.65(1.5H, s); 2.67(1.5H, s); 2.72(1.5H, s); 3.95(0.5H, m);

4.10(0.5H, m); 5.68(0.5H, d. J=4.0Hz), 5.79(0.5H, d, J=4.0Hz); 7.03(1H, s); 7.12(1H, s).
MS ESL m/z (48 2 3 & ): M+H. 317.2 (100). |

24,10 2-HOEFHEIE-4- (KM-1-2)-6-F E-5-HEER

)
A

'H NMR (400MHz, CDC),): 5 0.93-1.03(2H, m); 1.12-1.28(3R, m); 1.50-
1.61(1H, m); 1.53-1.80(5H, m); 2.44(1.5H, s); 2.50(1.5H, s); 3.31(2H, dt, J=6.5, 24Hz).

5.88(0.5H, bs); 6.40(0.5H, bs); 7.10(0.5H, s); 7.13(1.5H, s), 7.19(0Q.5H, s); 8.07(1H, s).
MSESI m/z (st & A ) M+H, 317.2(100)




24.11 2-HFOEPREE-4-Q-BHEKM-1-3)-6-FRE-5-THEWR

wo LY

O/“uilut::

'H NMR (400MHz, CDC),): 3 0.96(2H, m); 1.14-1.30(4H, m); 1.55(1H, m):

1.67(1H, m); 1.67-1.80(5H, m); 2.39(1.5H, s); 2.47(1.5H, s); 2.49(1.5H, s); 2.54(1.5H, s):
3.25(0.5H., 1, J=6.3Hz); 3.35(0.5H, t, J=6.3Hz); 6.02(1H, bs), 6.86(1H, s); 6.95(1H, s).
MS ESI m/z (48 =t & & ): M+H, 331.2 (100).

24,12 2-FFRETE-4-Q-FEKM-1-2)-6-F E-5-HEFRE

g
Q0

'H NMR (400MEiz, CDCL,): § 1.21(1H, m); 1.49(1H, m); 1.60-1.78(4H, m);

2.38(1.5H, s); 2.47(1.5H, s); 2.55(1.5H, s); 4.21(0.5H, m); 4.37(0.5H, m); 5.86(0.5H, d,
J=4.2Hz), 5.98(0.5H, d, J1=4.2Hz); 6.86(1H, s); 6.95(1H, s). MS ESI: vz (da = B & ):
M+H, 303.2 (100).

24.13 2-(N-(4-FEFCH) HH) -4~ (Beng-1-3) -6- B -5- P ZE 0

(N:
O
b M
'H NMR (400 MHz, CDC1,): § 1.03(1.5H, d, J=6.2Hz); 1.06(1.5H, d,
J=6.2Hz); 1.08(1H, m); 1.15-1.28(1H, m}); 1.30-1.42(2H, m); 1.43-1.55(1H, m); 1.70-
1.84(4H. m): 1.85-1.96(2H, m); 2.18(1H, m): 2.54(1.5H, s} 2.64(3H, s); 2.69(1.5H, s);

3.84(0.5H, m); 4.02(0.5H, m); 5.97(0.5H, bs), 6.11(0.5H, bs); 7.01(1H, s); 7.10(1H, s).
MS ESL: m/z (48 #f & A& ): M+H, 331.1 (100).

ERFABPSIANFTELAFYUNENHFFRERLFALTIHRSSE, RUE
MR AFHRERPEREHMEMBHALIMESE, BRFEUE
DL ARHITT L, BRI TETERTELMERNBIE, X5
RATIRA 5N 24 B B T 0 F4F 3R SR M AT A B A R U R BRI K
BRI RGHE.
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