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3-HYDROQUINAZOLIN-4-ONE DERIVATIVES FOR USE AS
STEAROYL CoA DESATURASE INHIBITORS

[0001] This application is a continuation-in-part application of U.S. Patent Application Ser.
No. 12/100,399, filed on April 9, 2008 by Koltun et al., and claims priority to U.S. Provisional
Patent Application Ser. No. 60/911,225, filed April 11, 2007, the entirety of which is herein

incorporated by reference.

Field of the Invention

[0002] The present invention relates generally to the field of inhibitors of stearoyl-CoA
desaturase, such as 3-hydroquinazolin-4-one derivatives, and uses for such compounds in
treating and/or preventing various human diseases, mediated by stearoyl-CoA desaturase (SCD)
enzymes, especially diseases related to elevated lipid levels, cardiovascular disease, cancer,

diabetes, obesity, metabolic syndrome and the like.

Background

[0003] Stearoyl CoA desaturases (SCD’s) are A9 fatty acid desaturases. The mammalian
enzymes are localized to the endoplasmic reticulum and require molecular O, and NADH to
desaturate saturated fatty acids at the A9 position and generate monounsaturated fatty acids and
water in the process. The primary substrates for these enzymes are the acyl-CoA derivatives of
stearic (C18) and palmitic acids (C16) with the major reaction being the conversion of stearic
acid to oleic acid (C18:1). Depending on the species, 2-4 highly homologous isoforms of SCD

exist differing primarily in tissue distribution.

[0004] The best characterized SCD isozyme is SCD1 which is primarily found in liver,
adipose and skeletal muscle. Deletion, mutation or inhibition of SCD1 in mice and rats results
n decreased hepatic triglyceride secretion, decreased hepatic steatosis, resistance to weight
gain and improvements in insulin sensitivity and glucose uptake (reviewed in Ntambi et al.
(2004) Prog Lipid Res 43, 91-104; (2005), Prostaglandins Leukot. Essent. Fatty Acids 73, 35-
41; and (2005) Obes. Rev. 6, 169-174. These studies combined with studies in humans
showing correlations between surrogates for SCD activity and metabolic syndrome, diabetes
and obesity strongly implicate SCD inhibition as a means to treat obesity, diabetes,
hypertryglyceridemia and associated diseases and co-morbidities. Studies done using antisense
oligonucleotide inhibitors have also demonstrated a correlation between SCD activity and
obesity and the onset of diet-induced hepatic insulin resistance; see Jiang et al. (2005) J. Clin.

Invest. 115:1030-1038G. and Gutiérrez-Juarez et al. (2006) J. Clin. Invest. 116:1686-1695 .
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[0005] The present invention presents compounds that are useful in inhibiting SCD activity
and thus regulating lipid levels and lipid fatty acid composition. These compounds are useful
in the treatment of SCD-mediated diseases such as diseases related to dyslipidemia and
disorders of lipid metabolism, including, but not limited to diseases related to elevated lipid

levels, cardiovascular disease, diabetes, obesity, metabolic syndrome and the like.

SUMMARY OF THE INVENTION

[0006] 1t is an object of this invention to provide compounds that act as stearoyl-CoA

desaturase inhibitors. Accordingly, in a first aspect, the invention relates to compounds of

Formula I:
0
R7
\ X N
I
k/ P =
w N
R6
Formula I
wherein

R'is hydrogen, optionally substituted Cy_;5 alkyl, optionally substituted C,.15 alkenyl,
optionally substituted C,.;5 alkynyl, optionally substituted mono or bicyclic
heterocyclyl, optionally substituted mono or bicyclic aryl, or mono or bicyclic

heteroaryl,

R% R’, and R* are independently hydrogen, optionally substituted C,.¢ alkyl, optionally
substituted C, ¢ alkenyl, optionally substituted C,¢ alkynyl, optionally
substituted mono or bicyclic heterocyclyl, optionally substituted mono or
bicyclic aryl, optionally substituted mono or bicyclic heteroaryl, halo, NO,,
CFs, CN, OR™, SR®, N(R™),, S(O)R™, SO,R*, SO,N(R™),, S(0);R¥,
P(0)(OR™),, SO,NR*COR™, SO,NR*CO,R*, SO,NR*CON(R™),,
NR*COR*, NR*CO,R*, NR*CON(R™),, NR**C(NR*)NHR*, COR™,
COR™, CON(R™),, CONR*SO,R*™, NR*SO,R*, SO,NR®CO,R™,
OCONR™SO,R*, OC(O)R?, C(O)OCH,0C(O)R™, OCON(R™),, or

R*and R’ may join along with the phenyl group to which they are attached to form a
heteroaryl bicyclic group or a bicyclic aryl group;
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R’ is hydrogen or optionally substituted C.¢ alkyl, N(Rzo)z, NR*COR*, NR®CO,R*,
or NR*CON(R™),;

R®and R’ are independently hydrogen or Cy.4 alkyl, halo, amino, or CFs;
Q is -C(O)-NH-, -NH-C(0O)-, or -NH-C(0)-C(O)-;
W 1s -CH- or -N-;

X is a covalent bond or —-Lk-Lh—, wherein Lk is a covalent bond or optionally
substituted linear or branched C, alkylene and Lh is selected from a covalent
bond, -O-, -S-, or -NR”- wherein R” is hydrogen or Cy.¢ lower alkyl, provided
that Lk and Lh are not both covalent bond;

Y is a covalent bond or —-Lk’-Lh’—, wherein Lk’ is a covalent bond or optionally
substituted linear or branched Ci4 alkylene and Lh’ is selected from a covalent
bond, -O-, -S-, -NR”-, -NR”-C(O)-, or -NR”-S(O),- wherein R” is hvdrogen or
Ci lower alkyl, provided that Lk’ and Lh’ are not both covalent bond; and

R and R* are independently selected from the group consisting of hydrogen,
Ci.1s alkyl, Cy45 alkenyl, C,.15 alkynyl, heterocyclyl, aryl, and heteroaryl,
wherein the alkyl, alkenyl, alkynyl, heterocyclyl, aryl, and heteroaryl
moieties are optionally substituted with from 1 to 3 substituents
independently selected from halo, alkyl, mono- or dialkylamino, alkyl
or aryl or heteroaryl amide, CN, O-Cy alkyl, CF;, aryl, and heteroaryl.

[0007] In some embodiments of the invention the R' alkyl, alkenyl, alkynyl, aryl, heterocyclyl
or heteroaryl moiety is optionally substituted with from 1 to 3 substituents independently
selected from the group consisting of alkyl, heterocyclyl, aryl, heteroaryl, halo, NO,, CF;, CN,
OR?Y, SR¥, N(RY),, S(O)R*, SO,R?, SO;N(R™),, S(0);R*, P(O)OR™),, SO,NR*COR*,
SO,NR¥CO,R®, SO;NRPCON(R™,, NR*COR®, NR*CO,R*?, NRPCON(R™),,
NRC(NR™)NHR”, COR™, CO,R*, CON(R™),, CONR**SO,R*, NR*’SO,R™,
SO,NR¥CO,R*, OCONR¥SO,R*, OC(O)R¥, C(0)OCH,0C(0)R™, and OCON(R*®),, and in
some cases each optional alkyl, heteroaryl, aryl, and heterocyclyl substituent is further
optionally substituted with halo, NO,, alkyl, CF;, amino, mono- or di- alkylamino, alkyl or aryl
or heteroaryl amide, NR**COR*, NR*SO,R*, COR™, CO,R*’, CON(R*’),, NR*’CON(R™),,
OC(0)R*, OC(O)N(R™),, S(0);R™, P(O)(OR™),, SR¥, S(O)R*, SO,R*, SO.N(R*),, CN, or
OR™.
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[0008] In certain embodiments of the invention the R' alkyl, alkenyl, alkynyl, aryl,
heterocyclyl or heteroaryl moiety is optionally substituted with from 1 to 3 substituents
independently selected from the group consisting of alkyl, heterocyclyl, aryl, heteroaryl, halo,
NO,, CF;, CN, OR®, SR®, N(R®),, S(O)R*, SO,R%, SO,N(R™),, NR**COR*, NR*CO,R*,
NRZOCON(RZO)Z, CORZO, COZRZO, CON(RQO)Z, NRQOSOQRM, and OC(O)RZO, and in some cases
each optional alkyl, heteroaryl, aryl, and heterocyclyl substituent is further optionally
substituted with halo, NO,, alkyl, CF;, amino, mono- or di- alkylamino, alkyl or aryl or
heteroaryl amide, NR**COR*, NR**SO,R*, COR™, CO,R™, CON(R™),, SR™, S(O)R™,
SO;R*, SO,N(R™),, CN, or OR™.

[0009] In these embodiments R® is hydrogen, C,. alkyl, alkenyl, alkynyl, aryl, heterocyelyl,
heteroaryl, COR™, or CON(R™), wherein the alkyl, alkenyl, alkynyl, aryl, heterocyclyl and
heteroaryl moiety is optionally substituted with from 1 to 3 substituents independently selected
from the group consisting of halo, alkyl, NO,, heterocyclyl, aryl, heteroaryl, CF;, CN, ORZO,
SR*, N(R™),, OR™, SR¥ N(R™),, S(O)R™, SO,R™, SO,N(R*),, COR™, CO,R™, CON(R™),,
CONR™SO,R™, and NR*SO,R™.

[0010] In some embodiments of the invention the R*, R, and R* alkyl, alkenyl, alkynyl, aryl,
heterocyclyl, or heteroaryl moieties are optionally substituted with from 1 to 3 substituents
independently selected from the group consisting of halo, alkyl, NO,, heterocyclyl, aryl,
heteroaryl, CFs, CN, OR”, SR*’, N(R™),, S(O)R*, SO,R*™, SO;N(R™),, S(0);R*’, P(O)(OR™),,
SO,NR*COR?, SO,NR*CO,R*, SO.NR**CON(R*),, NR**COR*, NR*CO,R*,
NR¥CON(R™),, NR¥C(NR*)NHR*, CORY, CO,R™, CON(R™),, CONR*SO,R*,
NR¥SO,R*, SO,NR*CO,R*, OCONR*SO,R*, OC(O)RY, C(O)OCH,0C(0)R*, and
OCON(RY).

[0011] In some embodiments of the invention the R*, R®, and R* alkyl, alkenyl, alkynyl, aryl,
heterocyclyl, or heteroaryl moieties are optionally substituted with from 1 to 3 substituents
mdependently selected from the group consisting of alkyl, heterocyclyl, aryl, heteroaryl, halo,
NO,, CF3, CN, OR®, SR, N(R™),, S(O)R*, SO,R*, SO,N(R™),, NR**COR*, NR*CO,R*,
NRZCON(R™),, COR*, CO,R®, CON(R™),, NR¥SO,R*, and OC(O)R™.

[0012] In typical embodiments R* and R* are independently selected from the group
consisting of hydrogen, Cy 5 alkyl, C, 5 alkenyl, C, ;5 alkynyl, heterocyclyl, aryl, and
heteroaryl, wherein the alkyl, alkenyl, alkynyl, heterocyclyl, aryl, and heteroaryl moieties are
optionally substituted with from 1 to 3 substituents independently selected from halo, alkyl,
mono- or dialkylamino, alkyl or aryl or heteroaryl amide, CN, O-C,¢ alkyl, CF;, aryl, and

heteroaryl.
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[0013] In certain embodiments R* and R* are independently selected from the group
congsisting of hydrogen, Cy¢ alkyl, C,6 alkenyl, heterocyclyl, aryl, and heteroaryl, wherein the
alkyl, alkenyl, heterocyclyl, aryl, and heteroaryl moieties are optionally substituted with from 1
to 3 substituents independently selected from halo, alkyl, mono- or dialkylamino, CN, O-Cy
alkyl, or CF.

[0014] Typical R' groups are phenyl optionally substituted at the 3, 4, or 5 position of the
phenyl ring with 1 to 3 substituents independently selected from the group consisting of lower
alkyl, halogen, CFs, -OCF;, and -OCH;. Further typical R' groups are C,.¢ alkyl optionally
substituted with from 1 to 3 substituents independently selected from lower alkyl, halogen, CFs,
-OCF;, -O-C alkyl, or phenyl, wherein the phenyl is optionally substituted with 1 to 3
substituents independently selected from the group consisting of lower alkyl, halogen, CF;, -

OCF;, and -OCHs. In certain embodiments the R group may be a carboxyl group.

[0015] In typical embodiments, the R%, R®, and R* groups are independently selected from
hydrogen; optionally substituted aryl [such as a phenyl optionally substituted (e.g. at the 3, 4, or
5 position of the phenyl ring) with 1 to 3 substituents independently selected from the group
consisting of halogen, CF;, -OCF3, and -OCH;]; or Cy ¢ alkyl (e.g. methyl, ethyl, propyl, butyl,
pentyl, hexyl) optionally substituted with 1, 2, or 3 substituents independently selected from the
group consisting of hydroxy, halogen, NO,, Cy alkyl, -O-C alkyl, amino, mono- or di-
alkylamino, and CF;.

[0016] In some embodiments, Q is -C(O)-NH-, -NH-C(O)-, or -NH-C(0O)-C(0)-. In certain
embodiments, Q is -C(O)-NH- or -NH-C(O)-. In other embodiments, Q is -NH-C(0)-C(O)-, in
which the -NH-C(0)-C(O)- is oriented such that the terminal C(O) moiety is bound directly to
X.

[0017] In typical embodiments X is a covalent bond or -Lk—Lh—, wherein Lk is a covalent
bond or optionally substituted linear or branched C,_4 alkylene and Lh is selected from a
covalent bond, -O-, -S-, or -NR”- wherein R” is hydrogen or C,¢ lower alkyl, provided that Lk
and Lh are not both covalent bond. In some embodiments the X group may be a C;_4 alkylene
optionally substituted with one or two substituents selected from hydroxyl, lower alkyl, lower
alkoxy, halogen, CFs, and -OCFs. Typical X groups are covalent bond, optionally substituted
C14 alkylene-Lh—, optionally substituted C,; alkylene—Lh—, methylene-Lh—, -CH,CH,—Lh—, -
CH,CH,CH,-Lh—; -CH(CH;)CH,-Lh-, -CH,CH,CH,CH,-Lh-, -C(CH3),CH,~Lh-or -
CH(CH;)CH,CH,-Lh—, wherein Lh is selected from a covalent bond, -O-, -S-, or -NR”-,
wherein R” is hydrogen or C;¢ lower alkyl. Typically, Lh is selected from covalent bond or -
O-. In typical embodiments, X is oriented so that Lh is directly connected to the R! group; in
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other embodiments, it is the Lk that is directly connected to the R' group. In certain

embodiments X i8 a covalent bond or -O-, -S-, or -NH-.

[0018] Intypical embodiments Y is a covalent bond or —-Lk’-Lh’—, wherein Lk’ is optionally
substituted linear or branched Cy.¢ alkyvlene and Lh’ is selected from a covalent bond, -O-, -S-, -
NR”-, -NR”-C(O)-, or -NR”-S(0),-, wherein R” is hydrogen or Cy_¢ lower alkyl. In some
embodiments the Y group may be a Cy_¢ alkylene optionally substituted with one or two
substituents selected from hydroxyl, lower alkyl, lower alkoxy, halogen, CF;, and -OCF;,
Typical Y groups are covalent bond, optionally substituted C, 4 alkylene-Lh’—, optionally
substituted Cs 5 alkylene-Lh’—, methylene-Lh’-, -CH,CH,-Lh’-, -CH,CH,CH,-Lh’—; -
CH(CH;)CH,—Lh’—, —CH,CH,CH,CH,-Lh’~, -C(CH3),CH,-Lh’—, —CH(CH;)CH,CH,~Lh’—,
or —CH,CH,CH,CH,CH,-Lh’—, wherein Lh’ is selected from a covalent bond, -O-, -S-, -NR”-,
or -NR”-C(O)-, or -NR”-S(0),-, wherein R” is hydrogen or Cy¢ lower alkyl. Typically, Lh’ is
selected from covalent bond or -O-. In typical embodiments, Y is oriented so that Lk’ is
directly connected to the annular nitrogen to which Y is attached in Formula I. In embodiments
n which Lh’ is selected from -NR”-C(O)- or -NR”-S(0),-, the Lh’ group is oriented so that the
nitrogen of the Lh” group is bound directly to the Lk’ group. In certain embodiments, Y is
linear or branched alkylene optionally substituted with hydroxy, lower alkoxy, amino, cyano, or

=0.

[0019] In one aspect of the invention, the R'XQ moiety is attached to the 6 position of the 3-

hydroquinazolin-4-one and the compound has the structure of Formula Ia:

0
R Y. R?
X )\
W N R® R®
R4

Formula la
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[0020] In another aspect of the invention, the R'XQ moiety is attached to the 7 position of the

3-hydroqunazolin-4-one and the compound has the structure of Formula Ib:

0
2
ffL N/Y R
X X )\
~a w N RS R3
R*

Formula b

R

[0021] 1t is another object of the invention to provide pharmaceutical formulations comprising
a therapeutically effective amount of an SCD inhibitory compound of Formula I, and at least
one pharmaceutically acceptable carrier. The formulation is typically for oral administration,

but in some embodiments may be provided for administration via other routes.

[0022] In a third object of the invention, methods of using the compounds of Formula I in the
treatment of a disease or condition in a mammal that can be treated with an SCD inhibitory
compound are provided. The method comprises administering to a mammal in need thereof a
therapeutically effective dose of a compound of Formula I. Such diseases include, but are not
limited to, cardiovascular diseases (including, but not limited to, coronary artery disease,
atherosclerosis, heart disease, hypertension , and peripheral vascular disease), cancer,
cerebrovascular diseases (including, but not limited to, stroke, ischemic stroke and transient
ischemic attack (TIA), and ischemic retinopathy), dyslipidemia, obesity, diabetes, insulin
resistance, decreased glucose tolerance, non-insulin-dependent diabetes mellitus, Type 11

diabetes, Type I diabetes, and other diabetic complications.
[0023] At present, selected compounds for use in the invention include, but are not limited to:

[0024] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-
vD)}(phenylmethoxy)carboxamide;

[0025] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)}-3-
phenylpropanamide;

[0026] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl}hexanamide;

[0027] N-{3-[(3.,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-

vD)}(pentylamino)carboxamide;
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[0028] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-

y1)} [benzylamino]carboxamide;

[0029] N-{3-[(3,4-dichlorophenyl)methyl]-2-methyl-4-ox0(3-hydroquinazolin-6-
yD} (phenylmethoxy)carboxamide;

[0030] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)} (2-
methylpropoxy)carboxamide;

[0031] N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-

yD} (phenylmethoxy)carboxamide;

[0032] N-{3-[(3.4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-
yD)} (methylethoxy )carboxamide;

[0033] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)} prop-2-

enyloxycarboxamide;

[0034] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} (4-

methylphenoxy)carboxamide;

[0035] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} (4-

fluorophenoxy)carboxamide;

[0036] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yl)} methoxycarboxamide;

[0037] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}prop-2-
enyloxycarboxamide;

[0038] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-
phenoxyacetamide;

[0039] N-{3-[2-(4-chlorophenyl)ethyl]-4-oxo(3-hydroquinazolin-6-

yD)} (phenylmethoxy)carboxamide;

[0040] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(4-
methoxyphenoxy)acetamide;

[0041] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo0(3-hydroquinazolin-6-yl1)}-2-(4-

fluorophenoxy)acetamide;

[0042] 2-(acetylamino)-N-{3-[(3,4-dichloropheny!)methyl]-4-oxo(3-hydroquinazolin-
6-y])}acetamide;
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[0043] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-(3,5-
dimethylphenoxy)acetamide;
[0044] N-{3-[(3.,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2,6-
dimethylphenoxy)acetamide;

[0045] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-

methylphenoxy)acetamide;

[0046] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}(3-
pyridylmethoxy )carboxamide;

[0047] N-{3-[(4-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-

yD} (phenylmethoxy)carboxamide;

[0048] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl1)}-2-(2-

methoxyphenoxy)acetamide;

[0049] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

fluorophenoxy)acetamide;

[0050] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(3-

fluorophenoxy)acetamide;

[0051] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-(2,4-

difluorophenoxy Jacetamide;

[0052] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

chlorophenoxy)acetamide;

[0053] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-(2,3-

dichlorophenoxy)acetamide;

[0054] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

nitrophenoxy )acetamide;

[0055] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl1)}-2-(2-
naphthyloxy )acetamide;

[0056] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)}-3-

phenoxypropanamide;

[0057] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)}-2-(2-

chlorophenoxy)propanamide;
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[0058] 2-benzo[c]1,2,5-thiadiazol-4-yloxy-N-{3-[(3,4-dichlorophenyl)methyl]-4-
0x0(3-hydroquinazolin-6-yl) }acetamide;

[0059] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-(3-
pyridyloxy)acetamide;

[0060] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-(4-
pyridylthio)acetamide;

[0061] N-{3-[(4-bromophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-
phenoxyacetamide;

[0062] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-

phenoxyacetamide;

[0063] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-

phenoxyacetamide;

[0064] N-[3-(benzo[b]thiophen-6-ylmethyl)-4-oxo(3-hydroquinazolin-6-y1)]-2-

phenoxyacetamide;

[0065] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-4-oxo0-4-
phenylbutanamide;

[0066] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(3-

fluorophenoxy)acetamide;

[0067] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-

phenoxyacetamide;

[0068] N-[3-(benzo[b]thiophen-5-ylmethyl)-4-oxo(3-hydroquinazolin-6-
yD)](phenylmethoxy)carboxamide;

[0069] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD)} (phenylmethoxy)carboxamide;

[0070] (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl}carbamoyl)methy! acetate;

[0071] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

vD)}(phenylmethoxy)carboxamide;

[0072] N-{3-[(4-chlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}-2-(3-
pyridyloxy)acetamide;
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[0073] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}-2-(2-

methoxyphenoxy)acetamide;

[0074] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}-2-(3-
pyridyloxy)acetamide;

[0075] N-{3-[(3.4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0076] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-yl1)}-2-
phenoxyacetamide;

[0077] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-
pyridylthio)acetamide;

[0078] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl1)}-2-
pyrimidin-2-ylthioacetamide;

[0079] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(4-
chlorophenylthio)acetamide;

[0080] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} [5-
(imidazolylmethyl)(2-furyl)]carboxamide;

[0081] N-{3-[(3-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0082] N-{3-[(3-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy )carboxamide;

[0083] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-
(phenylmethylthio)acetamide;

[0084] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)} [(2-

methoxyphenyl)methoxy Jcarboxamide;

[0085] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)}-2-
hydroxyacetamide;

[0086] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-y1)} (2-
furylmethoxy)carboxamide;

[0087] (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl}carbamoyl)methyl acetate;
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[0088] (N-{3-[(3-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl} carbamoyl)ymethyl acetate;

[0089] (N-{3-[(4-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl}carbamoyl)ymethyl acetate;

[0090] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}(2-

methoxyethoxy)carboxamide;

[0091] N-{3-[(3-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0092] N-{3-[(3-fluorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0093] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl1)} (4-

chlorophenoxy)carboxamide;

[0094] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(2-
phenylethoxy)carboxamide;

[0095] (N-{3-[(3-fluorophenyl)methyl]-4-0xo0-3-hydroquinazolin-7-

yl} carbamoyl)methyl acetate;

[0096] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0097] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy )carboxamide;

[0098] (N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-0xo0-3-hydroquinazolin-7-

yl}carbamoyl)methyl acetate;

[0099] N-{3-[(3-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy)carboxamide;

[0100] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy)carboxamide;

[0101] (N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl}carbamoyl)methyl acetate;

[0102] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo0(3-hydroquinazolin-6-y1)} (4-
pyridylmethoxy)carboxamide;
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[0103] N-{3-[(3.,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} [(3-

cyanophenyl)methoxy|carboxamide;

[0104] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0105] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-yl1)}-2-
hydroxyacetamide;

[0106] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0107] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl1)} {2-

[methylbenzylamino]ethoxy } carboxamide;

[0108] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD}(cyclopropylmethoxy)carboxamide;

[0109] (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-
yl} carbamoyl)methyl 2-(dimethylamino)acetate;

[0110] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0111] ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl} carbamoyloxy)acetate;

[0112] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(2-
pyridylmethoxy )carboxamide;

[0113] (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-
yl}carbamoyl)methy! 2-(dimethylamino)acetate;

[0114] ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl}carbamoyloxy)acetate;

[0115] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} [2-(2-

methoxyethoxy Jethoxy|carboxamide;

[0116] N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)} [(2-

methoxyethyl)amino|carboxamide;

[0117] [N-(4-0x0-3-{[3-(trifluoromethyl)phenyl]methyl}-3-hydroquinazolin-6-

yl)carbamoyl|methyl acetate;
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[0118] 2-hydroxy-N-(4-0x0-3- {[3-(trifluoromethyl)phenyljmethyl}(3-
hydroquinazolin-6-yl))acetamide;

[0119] [N-(4-0x0-3-{[4-(trifluoromethyl)phenylJmethyl}-3-hydroquinazolin-6-
yl)carbamoyl]methyl acetate;

[0120] 2-hydroxy-N-(4-0x0-3- {[4-(trifluoromethyl)phenyljmethyl} (3-
hydroquinazolin-6-yl))acetamide;

[0121] (N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-
yl} carbamoyl)methyl acetate;

[0122] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-
hydroxyacetamide;

[0123] (N-{3-[(4-methoxyphenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl} carbamoyl)methyl acetate;

[0124] 2-hydroxy-N-{3-[(4-methoxyphenylymethyl]-4-oxo(3-hydroquinazolin-6-
yl)}acetamide;

[0125] (N-{3-[(3,4-difluorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl} carbamoyl)methyl acetate;

[0126] N-{3-[(3,4-difluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0127] 2-(3-(3,4-difluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl

acetate;

[0128] N-(3-(3,4-difluorobenzyl)-4-o0xo0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0129] 2-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl

acetate;

[0130] N-(3-(4-chlorobenzyl)-4-o0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0131] N-(3-(4-chlorobenzyl)-4-o0x0-3,4-dihydroquinazolin-6-yl)-2-

phenoxyacetamide;

[0132] 2-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-ox0-3,4-dihydroquinazolin-6-

ylamino)-2-oxoethyl acetate;

_14-



WO 2010/056230 PCT/US2008/079975

[0133] N-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-
2-hydroxyacetamide;

[0134] benzyl 3-(3,4-dichlorobenzyl)-2-methyl-4-0x0-3,4-dihydroquinazolin-7-
ylcarbamate;

[0135] benzyl 3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-

ylcarbamate;

[0136] 2-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-ylamino)-2-

oxoethyl acetate;

[0137] N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

[0138] benzyl 3-(3-methoxybenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

[0139] 2-(3-(3-chloro-4-fluorobenzyl)-4-0xo0-3,4-dihydroquinazolin-6-ylamino)-2-

oxoethyl acetate;

[0140] benzyl 3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-oxo-3,4-dihydroquinazolin-6-

ylcarbamate;

[0141] 2-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-

ylamino)-2-oxoethyl acetate;

[0142] N-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-
2-hydroxyacetamide;

[0143] N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)acetamide;

[0144] 2-hydroxy-N-(4-0x0-3-(3-phenoxyphenyl)-3,4-dihydroquinazolin-6-

ylacetamide;

[0145] N-(3-(3,4-difluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide;
[0146] N-(4-0x0-3-(4-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-yl)acetamide;
[0147] benzyl 3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

[0148] 2-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl

acetate;

[0149] N-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
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[0150] N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0151] 2-0x0-2-(4-0%0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-ylamino)ethyl

acetate;

[0152] 2-(3-(1-(3,4-dichlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-

2-oxoethyl acetate;

[0153] N-(3-(1-(3,4-dichlorophenyl)propyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0154] N-(3-benzyl-4-0x0-3,4-dihydroquinazolin-6-y1)-2-hydroxyacetamide;
[0155] 2-hydroxy-N-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-
yDacetamide;

[0156] 2-hydroxy-N-(4-0x0-3-phenethyl-3,4-dihydroquinazolin-6-yl)acetamide;
[0157] 2-0x0-2-(4-0x0-3-(2-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-
ylamino)ethyl acetate;

[0158] N-(3-(biphenyl-3-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0159] benzyl 3-(1-(3,4-dichlorophenyl)propyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0160] 2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-
ylacetamide;

[0161] benzyl 3-(naphthalen-2-ylmethyl)-4-ox0-3,4-dihydroquinazolin-6-ylcarbamate;
[0162] 2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-7-
yDacetamide;

[0163] (R)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0x0-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0164] (S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0165] (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;
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[0166] N-(3-(4-chlorophenethyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0167] N-(3-(3-chlorophenethyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0168] N-(3-(2,4-dichlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0169] benzyl 4-ox0-3-(3-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-

ylcarbamate;

[0170] benzyl 4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-dihydroquinazolin-

6-ylcarbamate;

[0171] N-(3-(2-(2,5-dichlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0172] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0173] benzyl 3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-

ylcarbamate;
[0174] 2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-

dihydroquinazolin-6-yl)acetamide;

[0175] benzyl 3-(3-(2-fluorophenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-6-

ylcarbamate;

[0176] 2-(3-(3-(2-fluorophenoxy)propy!)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-

oxoethyl acetate;

[0177] N-(3-(3-(2-fluorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

[0178] benzyl 3-(3-(2-cyanophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0179] benzyl 3-(3-(2,5-dichlorophenoxy )propyl)-4-0x0-3,4-dihydroquinazolin-7-

ylcarbamate;

[0180] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0181] benzyl 4-0x0-3-(3-(0o-tolyloxy)propyl)-3,4-dihydroquinazolin-6-ylcarbamate;
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[0182] 2-hydroxy-N-(4-0x0-3-(3-(o-tolyloxy)propyl)-3,4-dihydroquinazolin-6-
ylacetamide;

[0183] benzyl 3-(4-(2,5-dichlorophenoxy)butyl)-4-ox0-3,4-dihydroquinazolin-6-
ylcarbamate;

[0184] N-(3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0185] N-(3-(3-(2-chlorophenyl)propyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0186] benzyl 3-(2-(2-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0187] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0188] benzyl 3-(3-(2-chlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-

ylcarbamate;

[0189] N-(3-(3-(2-chlorophenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0190] N-(3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-ox0-3,4-dihydroquinazolin-
6-yl)-2-hydroxyacetamide;

[0191] benzyl 3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-0x0-3 ,4-
dihydroquinazolin-6-ylcarbamate;

[0192] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl1)-2-
hydroxyacetamide;

[0193] N-(3-(5-(2,5-dichlorophenoxy)pentyl)-4-ox0-3,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;

[0194] N-(3-(3-(2,3-dichlorophenoxy)propyl)-4-0xo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0195] N-(3-(3-(2-chloro-5-(trifluoromethyl)phenoxy )propyl)-4-oxo-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0196] 2,5-dichloro-N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-
yDethyl)benzamide;
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[0197] 2-hydroxy-N-(4-0x0-3-(3-phenoxypropyl)-3,4-dihydroquinazolin-6-
ylacetamide;

[0198] N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-yl)ethyl)-2-
(trifluoromethyl)benzamide;

[0199] N-(3-(3-(4-chlorophenoxy)propyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0200] N-(3-(2-(2,5-dichlorophenylsulfonamido)ethyl)-4-0x0-3,4-dihydroquinazolin-
6-y1)-2-hydroxyacetamide;

[0201] N-(3-(3-(2,5-dichlorophenylsulfonamido)propyl)-4-oxo-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0202] 2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenylsulfonamido)propyl)-3,4-
dihydroquinazolin-6-yl)acetamide;

[0203] N-(3-(2-(4-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-

hydroxyacetamide;

[0204] N-(3-(2-(3-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0205] 2-hydroxy-N-(3-(2-hydroxy-3-(o-tolyloxy)propyl)-4-ox0-3,4-
dihydroquinazolin-6-yl)acetamide;

[0206] benzyl 3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydropyrido[2,3-d]pyrimidin-6-
ylcarbamate;

[0207] N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydropyrido[2,3-d]pyrimidin-6-y1)-2-

phenoxyacetamide;

[0208] 2-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydropyrido[2,3-d]pyrimidin-6-

ylamino)-2-oxoethyl acetate;

[0209] N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydropyrido[2,3-d]pyrimidin-6-y1)-2-
hydroxyacetamide;

[0210] N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydropyrido[2,3-d]pyrimidin-6-y1)-2-
hydroxyacetamide;

[0211] benzyl 3-(4-chlorobenzyl)-4-oxo-3,4-dihydropyrido[2,3-d]pyrimidin-6-

ylcarbamate;
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[0212] 2-amino-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-
ylacetamide;

[0213] N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-3-
hydroxypropanamide;

[0214] (R)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-hydroxy-
3-phenylpropanamide;

[0215] (S)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-hydroxy-
3-phenylpropanamide;

[0216] (S)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-3-hydroxy-
3-phenylpropanamide;

[0217] (R)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-3-hydroxy-
3-phenylpropanamide;

[0218] (S)-N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-yl)-2-hydroxy-
2-phenylacetamide;

[0219] N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)acetamide;
[0220] (S)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0x0-3,4-
dihydroquinazolin-6-y1)-2-hydroxyacetamide;

[0221] (E)-benzyl 3-(4-(2,5-dichlorophenoxy)but-2-enyl)-4-0x0-3,4-
dihydroquinazolin-6-ylcarbamate;

[0222] (S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

[0223] (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

[0224] N-(3-(3.,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2,3-
dihydroxypropanamide;

[0225] N-(3-(3-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0226] 2-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-
oxoacetic acid,

[0227] 3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-6-

carboxamide;
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[0228] 3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-oxo0-3,4-dihydroquinazoline-6-

carboxamide;

[0229] 3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-oxo0-3,4-dihydroquinazoline-7-

carboxamide;

[0230] 3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-0xo0-3,4-dihydroquinazoline-7-

carboxamide;

[0231] N-benzyl-3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-

carboxamide;

[0232] 3-(3,4-dichlorobenzyl)-N-(3-hydroxypropyl)-4-o0x0-3,4-dihydroquinazoline-7-

carboxamide;

[0233] 3-(3,4-dichlorobenzyl)-4-0x0-N-(2-phenoxyethyl)-3,4-dihydroquinazoline-7-

carboxamide;

[0234] 3-(3,4-dichlorobenzyl)-N-methyl-4-oxo0-3,4-dihydroquinazoline-7-

carboxamide;
[0235] 3-(4-chlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide;

[0236] 3-(4-chlorobenzyl)-N-(4-fluorobenzyl)-4-o0x0-3,4-dihydroquinazoline-7-

carboxamide;
[0237] N,3-bis(3,4-dichlorobenzyl)-4-0xo-3,4-dihydroquinazoline-7-carboxamide;

[0238] 3-(4-chlorobenzyl)-N-(2-hydroxyethyl)-4-0xo0-3,4-dihydroquinazoline-7-

carboxamide;

[0239] 3-(4-chlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7-

carboxamide; and

[0240] 3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide.

DETAILED DESCRIPTION OF THE INVENTION

Definitions and General Parameters

[0241] As used in the present specification, the following words and phrases are generally
intended to have the meanings as set forth below, except to the extent that the context in which

they are used indicates otherwise.
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[0242] The term "alkyl" refers to a monoradical branched or unbranched saturated
hydrocarbon chain having 1, 2, 3,4, 5,6, 7, 8,9, 10,11, 12, 13, 14, 15, 16, 17, 18, 19 or 20
carbon atoms. This term is exemplified by groups such as methyl, ethyl, n-propyl, iso-propyl,

n-butyl, iso-butyl, t-butyl, n-hexyl, n-decyl, tetradecyl, and the like.
[0243] The term "substituted alkyl" refers to:

1) an alkyl group as defined above, having 1, 2, 3, 4 or 5 substituents, preferably 1 to 3
substituents, selected from the group consisting of alkenyl, alkynyl, alkoxy, cycloalkyl,
cycloalkenyl, acyl, acylamino, acyloxy, amino, aminocarbonyl, alkoxycarbonylamino,
azido, cyano, halogen, hydroxy, keto, thiocarbonyl, carboxy, carboxyalkyl, arylthio,
heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy, heteroaryl,
aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroarvyl, -SO,-alkyl,
SOy-aryl and -SO»-heteroaryl. Unless otherwise constrained by the definition, all
substituents may optionally be further substituted by 1, 2, or 3 substituents chosen from
alkyl, carboxy, carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino,
substituted amino, cyano, and —S(O),R, where R is alkyl, aryl, or heteroaryl and n is 0,

lor2;or

2) an alkyl group as defined above that is interrupted by 1-10 atoms independently chosen
from oxygen, sulfur and NR,-, where R, is chosen from hydrogen, alkyl, cycloalkyl,
alkenyl, cycloalkenyl, alkynyl, aryl, heteroaryl and heterocyclyl. All substituents may
be optionally further substituted by alkyl, alkoxy, halogen, CF;, amino, substituted

amino, cyano, or —S(O),R, in which R is alkyl, aryl, or heteroaryl and nis 0, 1 or 2; or

3) an alkyl group as defined above that has both 1, 2, 3, 4 or 5 substituents as defined

above and is also interrupted by 1-10 atoms as defined above.

[0244] The term "lower alkyl" refers to a monoradical branched or unbranched saturated
hydrocarbon chain having 1, 2, 3, 4, 5, or 6 carbon atoms. This term is exemplified by groups

such as methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, t-butyl, n-hexyl, and the like.

[0245] The term "substituted lower alkyl" refers to lower alkyl as defined above having 1 to 5
substituents, preferably 1, 2, or 3 substituents, as defined for substituted alkyl, or a lower alkyl
group as defined above that is interrupted by 1, 2, 3, 4, or 5 atoms as defined for substituted
alkyl, or a lower alkyl group as defined above that has both 1, 2, 3, 4 or 5 substituents as

defined above and is also interrupted by 1, 2, 3, 4, or 5 atoms as defined above.
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[0246] The term "alkylene" refers to a diradical of a branched or unbranched saturated

hydrocarbon chain, having 1, 2, 3,4, 5,6,7,8,9, 10,11, 12, 13, 14, 15, 16, 17, 18, 19 or 20

carbon atoms, preferably 1-10 carbon atoms, more preferably 1, 2, 3, 4, 5 or 6 carbon atoms.

This term is exemplified by groups such as methylene (-CH,-), ethylene (-CH,CH,-), the
propylene isomers (e.g., -CH,CH,CH»- and-CH(CH;)CH,-) and the like.

[0247] The term "lower alkylene" refers to a diradical of a branched or unbranched saturated

hydrocarbon chain, preferably having from 1, 2, 3,4, 5, or 6 carbon atoms.

[0248] The term "lower alkylene" refers to a diradical of a branched or unbranched saturated

hydrocarbon chain, preferably having from 1, 2, 3, 4, 5, or 6 carbon atoms.

[0249] The term"substituted alkylene" refers to:

(1)

an alkylene group as defined above having 1, 2, 3, 4, or 5 substituents selected from the
group consisting of alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkenyl, acyl,
acylamino, acyloxy, amino, aminocarbonyl, alkoxycarbonylamino, azido, cyano,
halogen, hydroxy, keto, thiocarbonyl, carboxy, carboxyalkyl, arylthio, heteroarylthio,
heterocyclylthio, thiol, alkylthio, aryl, aryloxy, heteroaryl, aminosulfonyl,
aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy, hydroxyamino,
alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO,-alkyl, SO,-aryl and -
SO,-heteroaryl. Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1, 2, or 3 substituents chosen from alkyl, carboxy,
carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted

amino, cyano, and —S(O),R, where R is alkyl, aryl, or heteroaryl and nis 0, 1 or 2; or

an alkylene group as defined above that is interrupted by 1-20atoms independently
chosen from oxygen, sulfur and NR,-, where R, is chosen from hydrogen, optionally
substituted alkyl, cycloalkyl, cycloalkenyl, aryl, heteroaryl and heterocycyl, or groups

selected from carbonyl, carboxyester, carboxyamide and sulfonyl; or

an alkylene group as defined above that has both 1, 2, 3, 4 or 5 substituents as defined
above and is also interrupted by 1-20 atoms as defined above. Examples of substituted
alkylenes are chloromethylene (-CH(C1)-), aminoethylene (-CH(NH,)CH;-),
methylaminoethylene (-CH(NHMe)CH,-), 2-carboxypropylene isomers(-
CH,CH(CO,H)CHj,-), ethoxyethyl (-CH,CH,O-CH,CH,-), ethylmethylaminoethyl (-
CH,CH;N(CH;)CH,CHj,-),1-ethoxy-2-(2-ethoxy-ethoxy )ethane (-CH,CH,O-CH,CH,-
OCH,CH,-OCH,CHj,-), and the like.
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[0250] The term "aralkyl" refers to an aryl group covalently linked to an alkylene group,
where aryl and alkylene are defined herein, "Optionally substituted aralkyl" refers to an
optionally substituted aryl group covalently linked to an optionally substituted alkylene group.
Such aralkyl groups are exemplified by benzyl, phenylethyl, 3-(4-methoxyphenyl)propyl, and
the like.

[0251] The term "alkoxy" refers to the group R-O-, where R is optionally substituted alkyl or
optionally substituted cycloalkyl, or R is a group -Y-Z, in which Y is optionally substituted
alkylene and Z is optionally substituted alkenyl, optionally substituted alkynyl; or optionally
substituted cycloalkenyl, where alkyl, alkenyl, alkynyl, cycloalky! and cycloalkenyl are as
defined herein. Preferred alkoxy groups are optionally substituted alkyl-O- and include, by
way of example, methoxy, ethoxy, n-propoxy, iso-propoxy, n-butoxy, tert-butoxy, sec-butoxy,

n-pentoxy, n-hexoxy, 1,2-dimethylbutoxy, trifluoromethoxy, and the like.

[0252] The term "alkylthio" refers to the group R-S-, where R is as defined for alkoxy.

[0253] The term "alkenyl" refers to a monoradical of a branched or unbranched unsaturated
hydrocarbon group preferably having from 2 to 20 carbon atoms, more preferably 2 to 10
carbon atoms and even more preferably 2 to 6 carbon atoms and having 1-6, preferably 1,
double bond (vinyl). Preferred alkenyl groups include ethenyl or vinyl (-CH=CH,), 1-
propylene or allyl (-CH,CH=CH,), isopropylene (-C(CH;)=CH,), bicyclo[2.2.1 Jheptene, and
the like. In the event that alkenyl is attached to nitrogen, the double bond cannot be alpha to

the nitrogen.

[0254] The term "lower alkenyl" refers to alkenyl as defined above having from 2 to 6 carbon

atoms.

[0255] The term "substituted alkenyl" refers to an alkenyl group as defined above having 1, 2,
3, 4 or 5 substituents, and preferably 1, 2, or 3 substituents, selected from the group consisting
of alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkenyl, acyl, acylamino, acyloxy, amino,
aminocarbonyl, alkoxycarbonylamino, azido, cyano, halogen, hydroxy, keto, thiocarbonyl,
carboxy, carboxyalkyl, arylthio, heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy,
heteroaryl, aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO,-alkyl, SO,-aryl
and -SO;-heteroaryl. Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1, 2, or 3 substituents chosen from alkyl, carboxy,
carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted amino, cyano,

and -S(O),R, where R is alkyl, aryl, or heteroaryl and n is 0, 1 or 2.
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[0256] The term "alkynyl" refers to a monoradical of an unsaturated hydrocarbon, preferably
having from 2 to 20 carbon atoms, more preferably 2 to 10 carbon atoms and even more
preferably 2 to 6 carbon atoms and having at least 1 and preferably from 1-6 sites of acetylene
(triple bond) unsaturation. Preferred alkynyl groups include ethynyl, (-C=CH), propargyl (or
prop-1-yn-3-yl, -CH,C=CH), and the like. In the event that alkynyl is attached to nitrogen, the

triple bond cannot be alpha to the nitrogen.

[0257] The term "substituted alkynyl" refers to an alkynyl group as defined above having 1, 2,
3, 4 or 5 substituents, and preferably 1, 2, or 3 substituents, selected from the group consisting
of alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkenyl, acyl, acylamino, acyloxy, amino,
aminocarbonyl, alkoxycarbonylamino, azido, cyano, halogen, hydroxy, keto, thiocarbonyl,
carboxy, carboxyalkyl, arylthio, heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy,
heteroaryl, aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO;-alkyl, SO,-aryl
and -SO,-heteroaryl, Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1, 2, or 3 substituents chosen from alkyl, carboxy,
carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted amino, cyano,

and —S(O)R, where R is alkyl, aryl, or heteroaryl and nis 0, 1 or 2.

[0258] The term "aminocarbonyl" refers to the group -C(O)NRR where each R is
independently hydrogen, alkyl, aryl, heteroaryl, heterocyclyl or where both R groups are joined
to form a heterocyclic group (e.g., morpholino). Unless otherwise constrained by the
definition, all substituents may optionally be further substituted by 1-3 substituents chosen from
alkyl, carboxy, carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino,
substituted amino, cyano, and —S(O),R, where R 1s alkyl, aryl, or heteroaryl andnis 0, 1 or 2.

[0259] The term "acylamino” refers to the group -NRC(O)R where each R is independently
hydrogen, alkyl, aryl, heteroaryl, or heterocyclyl. Unless otherwise constrained by the
definition, all substituents may optionally be further substituted by 1-3 substituents chosen from
alkyl, carboxy, carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino,
substituted amino, cyano, and —=S(O),R, where R is alkyl, aryl, or heteroaryl and n is 0, 1 or 2.

[0260] The term "acyloxy" refers to the groups —O(0O)C-alkyl, —O(O)C-cycloalkyl, -O(0)C-
aryl, -O(O)C-heteroaryl, and —O(O)C-heterocyclyl. Unless otherwise constrained by the
definition, all substituents may be optionally further substituted by alkyl, carboxy,
carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted amino, cyano,

or —S(O),R, where R is alkyl, aryl, or heteroaryl and n is 0, 1 or 2.
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[0261] The term "aryl" refers to an aromatic carbocyclic group of 6 to 20 carbon atoms having
a single ring (e.g., phenyl) or multiple rings (e.g., biphenyl), or multiple condensed (fused)

rings (e.g., naphthyl or anthryl). Preferred aryls include phenyl, naphthyl and the like.

[0262] The term "arylene" refers to a diradical of an aryl group as defined above. This term is
exemplified by groups such as 1,4-phenylene, 1,3-phenylene, 1,2-phenylene, 1,4’ -biphenylene,
and the like.

[0263] Unless otherwise constrained by the definition for the aryl or arylene substituent, such
aryl or arylene groups can optionally be substituted with from 1 to 5 substituents, preferably 1
to 3 substituents, selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy,
cycloalkyl, cycloalkenyl, acyl, acylamino, acyloxy, amino, aminocarbonyl,
alkoxycarbonylamino, azido, cyano, halogen, hydroxy, keto, thiocarbonyl, carboxy,
carboxyalkyl, arylthio, heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy,
heteroaryl, aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO,-alkyl, SO,-ary]
and -SO,-heteroaryl. Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1-3 substituents chosen from alkyl, carboxy, carboxyalkyl,
aminocarbonyl, hydroxy, alkoxy, halogen, CFs, amino, substituted amino, cyano, and -S(O).R,

where R is alkyl, aryl, or heteroarvl and nis 0, 1 or 2.

[0264] The term "aryloxy" refers to the group aryl-O- wherein the aryl group is as defined
above, and includes optionally substituted aryl groups as also defined above. The term

"arylthio" refers to the group R-S-, where R is as defined for aryl.
[0265] The term "amino" refers to the group -NH,.

[0266] The term "substituted amino" refers to the group -NRR where each R is independently
selected from the group consisting of hydrogen, alkyl, cycloalkyl, carboxyalkyl (for example,
benzyloxycarbonyl), aryl, heteroaryl and heterocyclyl provided that both R groups are not
hydrogen, or a group -Y-Z, in which Y is optionally substituted alkylene and Z is alkenyl,
cycloalkenyl, or alkynyl, Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1-3 substituents chosen from alkyl, carboxy, carboxyalkyl,
aminocarbonyl, hydroxy, alkoxy, halogen, CFs, amino, substituted amino, cyano, and —S(O),R,

where R is alkyl, aryl, or heteroaryl and n is 0, 1 or 2.

[0267] The term "carboxyalkyl" refers to the groups -C(O)O-alkyl or -C(O)O-cycloalkyl,
where alkyl and cycloalkyl, are as defined herein, and may be optionally further substituted by
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alkyl, alkenyl, alkynyl, alkoxy, halogen, CFs, amino, substituted amino, cyano, or —S(O).R, in
which R is alkyl, aryl, or heteroaryl and n is 0, 1 or 2.

[0268] The term "cycloalkyl" refers to carbocyclic groups of from 3 to 20 carbon atoms having
a single cyclic ring or multiple condensed rings. Such cycloalkyl groups include, by way of
example, single ring structures such as cyclopropyl, cyclobutyl, cyclopentyl, cyclooctyl, and
the like, or multiple ring structures such as adamantanyl, bicyclo[2.2.1]heptane, 1,3,3-
trimethylbicyclo[2.2.1]hept-2-yl, (2,3,3-trimethylbicyclo[2.2.1 Thept-2-yl), or carbocyclic

groups to which is fused an aryl group, for example indane, and the like.

[0269] The term "substituted cycloalkyl" refers to cycloalkyl groups having 1, 2, 3,4 or 5
substituents, and preferably 1, 2, or 3 substituents, selected from the group consisting of alkyl,
alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkenyl, acyl, acylamino, acyloxy, amino,
aminocarbonyl, alkoxycarbonylamino, azido, cyano, halogen, hydroxy, keto, thiocarbonyl,
carboxy, carboxyalkyl, arylthio, heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy,
heteroaryl, aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO,-alkyl, SO,-aryl
and -SOx-heteroaryl. Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1, 2, or 3 substituents chosen from alkyl, carboxy,
carboxyalkyl, aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted amino, cyano,

and —S(O),R, where R 1s alkyl, aryl, or heteroaryl and n is 0, 1 or 2.

[0270] The term "halogen" or "halo" refers to fluoro, bromo, chloro, and iodo.

[0271] The term "acyl" denotes a group -C(O)R, in which R is hydrogen, optionally
substituted alkyl, optionally substituted cycloalkyl, optionally substituted heterocyclyl,
optionally substituted aryl, and optionally substituted heteroaryl.

[0272] The term "heteroaryl" refers to a radical derived from an aromatic cyclic group (i.c.,
fully unsaturated) having 1,2, 3,4, 5,6, 7,8, 9, 10, 11, 12, 13, 14, or 15 carbon atoms and 1, 2,
3 or 4 heteroatoms selected from oxygen, nitrogen and sulfur within at least one ring. Such
heteroaryl groups can have a single ring (e.g., pyridyl or furyl) or multiple condensed rings
(e.g., indolizinyl, benzothiazolyl, or benzothienyl). Examples of heteroaryls include, but are
not limited to, [1,2,4]oxadiazole, [1,3,4]Joxadiazole, [1,2,4]thiadiazole, [1,3,4]thiadiazole,
pyrrole, imidazole, pyrazole, pyridine, pyrazine, pyrimidine, pyridazine, indolizine, isoindole,
mndole, indazole, purine, quinolizine, isoquinoline, quinoline, phthalazine, naphthylpyridine,
quinoxaline, quinazoline, cinnoline, pteridine, carbazole, carboline, phenanthridine, acridine,

phenanthroline, isothiazole, phenazine, isoxazole, phenoxazine, phenothiazine, imidazolidine,
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mmidazoline, and the like as well as N-oxide and N-alkoxy derivatives of nitrogen containing

heteroaryl compounds, for example pyridine-N-oxide derivatives.

[0273] The term "heteroarylene" refers to a diradical of a heteroaryl group as defined above.
This term is exemplified by groups such as 2,5-imidazolene, 3,5-[1,2,4]oxadiazolene, 2,4-

oxazolene, 1,4-pyrazolene, and the like. For example, 1,4-pyrazolene is:

where A represents the point of attachment.

[0274] Unless otherwise constrained by the definition for the heteroaryl or heteroarylene
substituent, such heteroaryl or heterarylene groups can be optionally substituted with 1 to 5
substituents, preferably 1 to 3 substituents selected from the group consisting of alkyl, alkenyl,
alkynyl, alkoxy, cycloalkyl, cycloalkenyl, acyl, acylamino, acyloxy, amino, aminocarbonyl,
alkoxycarbonylamino, azido, cyano, halogen, hydroxy, keto, thiocarbonyl, carboxy,
carboxyalkyl, arylthio, heteroarylthio, heterocyclylthio, thiol, alkylthio, aryl, aryloxy,
heteroaryl, aminosulfonyl, aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy,
hydroxyamino, alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO,-alkyl, SO,-aryl
and -SO;-heteroaryl. Unless otherwise constrained by the definition, all substituents may
optionally be further substituted by 1-3 substituents chosen from alkyl, carboxy, carboxyalkyl,
aminocarbonyl, hydroxy, alkoxy, halogen, CF;, amino, substituted amino, cyano, and -S(O),R,

where R 1s alkyl, aryl, or heteroaryl and n is 0, 1 or 2.

[0275] The term "heteroaralkyl" refers to a heteroaryl group covalently linked to an alkylene
group, where heteroaryl and alkylene are defined herein. "Optionally substituted heteroaralkyl”
refers to an optionally substituted heteroaryl group covalently linked to an optionally
substituted alkylene group. Such heteroaralkyl groups are exemplified by 3-pyridylmethyl,
quinolin-8-ylethyl, 4-methoxythiazol-2-ylpropyl, and the like.

[0276] The term "heteroaryloxy" refers to the group heteroaryl-O-.

[0277] The term "heterocyclyl” refers to a monoradical saturated or partially unsaturated group
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having a single ring or multiple condensed rings, having from 1 to 40 carbon atoms and from 1
to 10 hetero atoms, preferably 1, 2, 3 or 4 heteroatoms, selected from nitrogen, sulfur,
phosphorus, and/or oxygen within the ring. Heterocyclic groups can have a single ring or
multiple condensed rings, and include tetrahydrofuranyl, morpholino, piperidinyl, piperazino,

dihydropyridino, and the like.

[0278] Unless otherwise constrained by the definition for the heterocyclic substituent, such
heterocyclic groups can be optionally substituted with 1, 2, 3, 4 or 5, and preferably 1, 2 or 3
substituents, selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl,
cycloalkenyl, acyl, acylamino, acyloxy, amino, aminocarbonyl, alkoxycarbonylamino, azido,
cyano, halogen, hydroxy, keto, thiocarbonyl, carboxy, carboxyalkyl, arylthio, heteroarylthio,
heterocyclylthio, thiol, alkylthio, aryl, aryloxy, heteroaryl, aminosulfonyl,
aminocarbonylamino, heteroaryloxy, heterocyclyl, heterocyclooxy, hydroxyamino,
alkoxyamino, nitro, -SO-alkyl, -SO-aryl,-SO-heteroaryl, -SO;-alkyl, SO,-aryl and -SO,-
heteroaryl. Unless otherwise constrained by the definition, all substituents may optionally be
further substituted by 1-3 substituents chosen from alkyl, carboxy, carboxyalkyl,
aminocarbonyl, hydroxy, alkoxy, halogen, CF3, amino, substituted amino, cyano, and —-S(O),R,

where R is alkyl, aryl, or heteroaryl and nis 0, 1 or 2,
[0279] The term "thiol" refers to the group -SH.
[0280] The term "substituted alkylthio" refers to the group —S-substituted alkyl.

[0281] The term "heteroarylthiol" refers to the group —S-heteroaryl wherein the heteroaryl
group is as defined above including optionally substituted heteroaryl groups as also defined

above,

[0282] The term "sulfoxide" refers to a group -S(O)R, in which R is alkyl, aryl, or heteroaryl.
"Substituted sulfoxide" refers to a group -S(O)R, in which R is substituted alkyl, substituted

aryl, or substituted heteroaryl, as defined herein.

[0283] The term "sulfone" refers to a group -S(O),R, in which R is alkyl, aryl, or heteroaryl.
"Substituted sulfone" refers to a group -S(O),R, in which R is substituted alkyl, substituted aryl,

or substituted heteroaryl, as defined herein.
[0284] The term "keto" refers to a group -C(O)-.

[0285] The term "thiocarbonyl" refers to a group —C(S)-.
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[0286] The term "carboxy" refers to a group —C(O)-OH.

[0287] "Optional" or "optionally" means that the subsequently described event or circumstance
may or may not occur, and that the description includes instances where said event or

circumstance occurs and instances in which it does not.

[0288] The term "compound of Formula I " is intended to encompass the compounds of the
mvention as disclosed, and the pharmaceutically acceptable salts, pharmaceutically acceptable
esters, prodrugs, hydrates and polymorphs of such compounds. Additionally, the compounds
of the nvention may possess one or more asymmetric centers, and can be produced as a
racemic mixture or as individual enantiomers or diastereoisomers. The number of
stereoisomers present in any given compound of Formula I depends upon the number of
asymmetric centers present (there are 2" stereoisomers possible where n is the number of
asymmetric centers). The individual stereoisomers may be obtained by resolving a racemic or
non-racemic mixture of an intermediate at some appropriate stage of the synthesis, or by
resolution of the compound of Formula [ by conventional means. The individual stereoisomers
(including individual enantiomers and diastereoisomers) as well as racemic and non-racemic
mixtures of stereoisomers are encompassed within the scope of the present invention, all of
which are intended to be depicted by the structures of this specification unless otherwise

specifically indicated.
[0289] "Isomers" are different compounds that have the same molecular formula,
[0290] "Stereoisomers" are isomers that differ only in the way the atoms are arranged in space.

[0291] "Enantiomers" are a pair of stereoisomers that are non-superimposable mirror images
of each other. A 1:1 mixture of a pair of enantiomers is a "racemic" mixture. The term "(£)" is

used to designate a racemic mixture where appropriate.

[0292] "Diastereoisomers" are stereoisomers that have at least two asymmetric atoms, but

which are not mirror-images of each other.

[0293] The absolute stereochemistry is specified according to the Cahn-Ingold-Prelog R-S
system. When the compound is a pure enantiomer the stereochemistry at each chiral carbon
may be specified by either R or S. Resolved compounds whose absolute configuration is
unknown are designated (+) or (-) depending on the direction (dextro- or laevorotary) which

they rotate the plane of polarized light at the wavelength of the sodium D line.
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[0294] "Parenteral administration" is the systemic delivery of the therapeutic agent via

injection to the patient.

[0295] The term "therapeutically effective amount" refers to that amount of a compound of
Formula I that is sufficient to effect treatment, as defined below, when administered to a
mammal in need of such treatment. The therapeutically effective amount will vary depending
upon the specific activity of the therapeutic agent being used, and the age, physical condition,
existence of other disease states, and nutritional status of the patient. Additionally, other
medication the patient may be receiving will effect the determination of the therapeutically

effective amount of the therapeutic agent to administer.

[0296] The term "treatment" or "treating" means any treatment of a disease in a mammal,

including:

(1) preventing the disease, that is, causing the clinical symptoms of the disease not to

develop;
(i1) nhibiting the disease, that is, arresting the development of clinical symptoms; and/or
(ii1) relieving the disease, that is, causing the regression of clinical symptoms.

[0297] In many cases, the compounds of this invention are capable of forming acid and/or base
salts by virtue of the presence of amino and/or carboxyl groups or groups similar thereto. The
term "pharmaceutically acceptable salt" refers to salts that retain the biological effectiveness
and properties of the compounds of Formula I and which are not biologically or otherwise
undesirable. Pharmaceutically acceptable base addition salts can be prepared from inorganic
and organic bases. Salts derived from inorganic bases, include by way of example only,
sodium, potassium, lithium, ammonium, calcium and magnesium salts. Salts derived from
organic bases include, but are not limited to, salts of primary, secondary and tertiary amines,
such as alkyl amines, dialkyl amines, trialkyl amines, substituted alkyl amines, di(substituted
alkyl) amines, tri(substituted alkyl) amines, alkenyl amines, dialkenyl amines, trialkenyl
amines, substituted alkenyl amines, di(substituted alkenyl) amines, tri(substituted alkenyl)
amines, cycloalkyl amines, di(cycloalkyl) amines, tri(cycloalkyl) amines, substituted cycloalkyl
amines, disubstituted cycloalkyl amine, trisubstituted cycloalkyl amines, cycloalkenyl amines,
di(cycloalkeny!) amines, tri(cycloalkenyl) amines, substituted cycloalkenyl amines,
disubstituted cycloalkenyl amine, trisubstituted cycloalkenyl amines, aryl amines, diaryl
amines, triaryl amines, heteroaryl amines, diheteroaryl amines, triheteroaryl amines,

heterocyclic amines, diheterocyclic amines, triheterocyclic amines, mixed di- and tri-amines
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where at least two of the substituents on the amine are different and are selected from the group
consisting of alkyl, substituted alkyl, alkenyl, substituted alkenyl, cycloalkyl, substituted
cycloalkyl, cycloalkenyl, substituted cycloalkenyl, aryl, heteroaryl, heterocyclic, and the like.
Also included are amines where the two or three substituents, together with the amino nitrogen,

form a heterocyclic or heteroaryl group.

[0298] Specific examples of suitable amines include, by way of example only,
1sopropylamine, trimethyl amine, diethyl amine, tri(iso-propyl) amine, tri(n-propyl) amine,
ethanolamine, 2-dimethylaminoethanol, tromethamine, lysine, arginine, histidine, caffeine,
procaine, hydrabamine, choline, betaine, ethylenediamine, glucosamine, N-alkylglucamines,

theobromine, purines, piperazine, piperidine, morpholine, N-ethylpiperidine, and the like.

[0299] Pharmaceutically acceptable acid addition salts may be prepared from inorganic and
organic acids. Salts derived from inorganic acids include hydrochloric acid, hydrobromic acid,
sulfuric acid, nitric acid, phosphoric acid, and the like. Salts derived from organic acids include
acetic acid, propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid,
succinic acid, maleic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid,
mandelic acid, methanesulfonic acid, ethanesulfonic acid, p-toluene-sulfonic acid, salicylic

acid, and the like.

[0300] As used herein, "pharmaceutically acceptable carrier” includes any and all solvents,
dispersion media, coatings, antibacterial and antifungal agents, isotonic and absorption delaying
agents and the like. The use of such media and agents for pharmaceutically active substances is
well known in the art. Except insofar as any conventional media or agent is incompatible with
the active ingredient, its use in the therapeutic compositions is contemplated. Supplementary

active ingredients can also be incorporated into the compositions.
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Nomenclature

[0301] Names of compounds of the present invention are provided using ChemDraw Ultra v.
10.0 (CambridgeSoft, Cambridge, MA). Some compounds or radicals may be named with
common names, or systematic or non-systematic names. The naming and numbering of the
compounds of the invention is illustrated with a representative compound of Formula I in

which R' is benzyl, R* and R’ are chloro, R* and R’ are hydrogen, Y is methylene, and X is

YOO

which is named, N- {3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-

oxygen,

yD)} (phenylmethoxy)carboxamide.

Pharmaceutical Compositions

[0302] When selected as the SCD inhibitor, the compounds of Formula I are usually
administered in the form of pharmaceutical compositions. This invention therefore provides
pharmaceutical compositions that contain, as the active ingredient, one or more of the
compounds of Formula I, or a pharmaceutically acceptable salt or ester thereof, and one or
more pharmaceutically acceptable excipients, carriers, including inert solid diluents and fillers,
diluents, including sterile aqueous solution and various organic solvents, solubilizers and
adjuvants. The compounds of Formula I may be administered alone or in combination with
other therapeutic agents. Such compositions are prepared in a manner well known in the
pharmaceutical art (see, e.g., Remington’s Pharmaceutical Sciences, Mace Publishing Co.,
Philadelphia, PA 17" Ed. (1985) and “Modern Pharmaceutics”, Marcel Dekker, Inc. 3" Ed.
(G.S. Banker & C.T. Rhodes, Eds.).

Synthetic Reaction Parameters

[0303] The terms "solvent", "inert organic solvent" or "inert solvent" mean a solvent inert

under the conditions of the reaction being described in conjunction therewith [including, for
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example, benzene, toluene, acetonitrile, tetrahydrofuran ("THF"), dimethylformamide
("DMF"), chloroform, methylene chloride (or dichloromethane), diethyl ether, methanol,
pyridine and the like]. Unless specified to the contrary, the solvents used in the reactions of the
present invention are inert organic solvents, and the reactions are carried out under an inert gas,

preferably nitrogen.

[0304] The term "g.s." means adding a quantity sufficient to achieve a stated function, e.g., to

bring a solution to the desired volume (i.e., 100%).

Synthesis of the Compounds of Formula I

[0305] One method of preparing compounds of Formula I wherein Q is -C(O)-NH- is shown

in Reaction Scheme 1.

REACTION SCHEME I
Y
A Y INPA
Iy u/ - \\IJ —_—
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Step 1-1: Preparation of Formula (3)

[0306] The compound of formula (3) is made by forming a peptide bond between the amino
group on the commercially available compound of formula (2) and the acid moiety on the
commercially available nitro substituted 2-amino benzoic or nicotinic acid compound of
formula (1). The reaction takes place at room temperature and is typically conducted in a polar
solvent such as dichloromethane in the presence of peptide coupling agents such as 1-Ethyl-3-
(3-dimethylaminopropyl)carbodiimide (EDC) and 1-Hydroxybenzotriazole (HOBt) and may
take from 2 to 5 hours. When the reaction is substantially complete, the product of formula (3)
is isolated by conventional means, for example by organic phase separation using NaHCO; and
NH,CI followed by removal of the solvent under reduced pressure and drying under high

vacuum.

Step 1-2: Preparation of Formula (4)

[0307] The compound of formula (4) is made by forming the quinazoline or pyrido[2,3-
d]pyrimidin-4(3H)-one core via condensation with trimethylorthoformate or
triethylorthoformate and (D)-10-camphorsulfinic acid. The reaction is subjected to microwave
irradiation maintaining an internal reaction temperature of 160 to 200 °C for 20 minutes to an
hour. Once the reaction is complete, the solvent may be removed by vacuum is typically used

in the next step without purification.

Step 1-3: Preparation of Formula (5)

[0308] The formula (4) nitro compound is then reduced to the corresponding amine analog,
compound (5), via conventional reduction techniques. Suitable methods include, but are not
limited to, dissolution in p-dioxane and reaction with Na,S,0, and Na;CO; at room temperature
for 12 to 24 hours. After the reaction is substantially complete, the product may be extracted by
dilution with EtOAc followed by washing with saturated. NaHCO; solution and brine. The
combined organic phase can then be dried over Na,SO, and concentrated to provide the
compound of formula (5) in crude form which can be used in the next step without further

purification.

[0309] Alternatively, the nitro group can be reduced by reaction with hydrazine and a Raney-

Nickel catalyst. In this method, the nitro compound is placed in a methanol solution to which
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the hydrazine is added. Then the reaction mixture is heated to approximately 50°C to 80°C and
the Raney-Nickel catalyst gently added to insure even and steady evolution of the nitrogen gas.
The reaction proceeds for approximately 1 hour whereupon the reaction mixture is allowed to
cool to room temperature, the catalyst filtered off, and the filter cake washed with methanol.
The resulting solution may be concentrated and purified using conventional methods, i.e.,

chromatography using a methanol/dichloromethane gradient to provide the desired amine.

Step 1-4: Preparation of compound of Formula I

[0310] The final step in the synthesis involves the addition of the R'-XC(O)- portion of the
compound. This is achieved by reacting the amino compound of formula (5) with an
chloroformate, thiocarbonyl chloride, or alkanoyl chloride derivative having the desired R'-
XC(0)- moicety, i.e., a compound of formula (6). The compound of formula (5) is dissolved in
p-dioxane and a solution of Na,COs in water is added. The compound of formula (6) is then
added and the reaction is stirred at room temperature for approximately 1 to 24 hours. The
mixture is then diluted with dichloromethane and more Na,COj; solution. The resulting layers
are separated in the organic phase dried with Na,SO4. The final product extracted by drying

under vacuum to remove any remaining solvent followed by reverse-phase chromatography.

Alternative Preparations of Formula I

[0311] In instances where X is nitrogen, one method of preparing the Compound of Formula I
18 by reacting the amino compound of formula (5) with an isocyanate derivative having the
desired R'- moiety, i.e., a compound of formula (6'). R'-N=C=0. As before, the compound of
formula (5) is dissolved in p-dioxane and a solution of Na,CO; in water is added. The
compound of formula (6" is then added and the reaction is stirred at room temperature for
approximately 1 to 24 hours. The mixture is then diluted with dichloromethane and more
Na,CO; solution. The resulting layers are separated in the organic phase and dried with
Na2,30,. The final product is extracted by drying under vacuum to remove any remaining and

purified via prep-TLC eluting with a methanol and dichloromethane solution.

[0312] Compounds of Formula I wherein R' is an acetoxy substituted alkyl can be synthesized
by reaction of the compound of formula (5) with a solution containing acetylglycolic acid in

methylene chloride. The reaction is stirred at approximately 50°C to 80°C for 1 to 4 hours.
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The compound of Formula I can them be collected and purified using conventional techniques

such as solvent removal followed by column chromatography.

Alternative Preparation - Secondary Modification of R'

[0313] It will be appreciated that secondary modification may be made to the R' moiety after
the compound of Formula I has been made. In one such case, a Formula [ compound having a
terminal acetoxy group can be reacted with a base such as LiOH in a polar solvent such as

methanol to provide the analogous hydroxy derivative,

Utility Testing and Administration

[0314] The present invention relates to compounds, pharmaceutical compositions and methods
of using the compounds and pharmaceutical compositions for the treatment and/or prevention
of diseases mediated by SCD. The methods and pharmaceutical compositions are particularly
suitable for use in the treatment of diseases related to dyslipidemia and disorders of lipid
metabolism, especially diseases related to elevated plasma and tissue lipid levels, such as

cardiovascular disease, diabetes, obesity, metabolic syndrome, fatty liver diseases and the like.

[0315] In general, the compounds of the invention find utility in the treatment of a patient for,
or protecting a patient from developing, a disease related to dyslipidemia and/or a disorder of
lipid metabolism, wherein lipid levels in an animal, especially a human being, are outside the
normal range (i.e., abnormal lipid level, such as elevated plasma or tissue lipid levels),
preferably where said lipid is a fatty acid, such as a free or complexed fatty acid, triglycerides,
phospholipids, wax esters, or cholesterol, such as where VLDL, hepatic or peripheral tissue
triglycerides are elevated, or any combination of these, where said lipid-related condition or
diseage is an SCD-mediated disease or condition such as metabolic syndrome, diabetes, non-
alcoholic fatty liver disease, obesity, cancer, oily skin and related diseases, comprising
administering to an animal, such as a mammal, especially a human patient, a therapeutically
effective amount of a compound of the invention or a pharmaceutical composition comprising a

compound of the invention wherein the compound inhibits the activity of SCD.

[0316] The general value of the compounds of the invention in inhibiting the activity of SCD
can be determined using the assay described below in Example 12. Additionally, the general

value of the compounds in treating disorders and diseases may be established in industry
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standard animal models for demonstrating the efficacy of compounds in treating obesity,
diabetes, metabolic syndrome or abnormal triglyceride or cholesterol levels or for improving

glucose tolerance.

Utility

[0317] The compounds of the instant invention are inhibitors of SCD and are useful for
treating diseases and disorders in humans and other organisms, including all those human
diseases and disorders which are the result of aberrant SCD biological activity or which may be

ameliorated by inhibition of SCD biological activity.

[0318] As defined herein, an SCD-mediated disease or condition includes but is not limited to
a disease or condition which is, or is related to, cardiovascular disease, dyslipidemias, coronary
artery disease, atherosclerosis, heart disease, cerebrovascular disease (including, but not
limited, to stroke, ischemic stroke and transient ischemic attack (TIA), peripheral vascular

disease, and ischemic retinopathy, cancers and oily skin.

[0319] Dyslipidemia, as used herein, includes, but is not limited to, disorders related to the
serum levels of triglycerides, i.e., hypertriglyceridemia, LDL, VLDL, and/or HDL, cholesterol,
and total cholesterol. Dyslipidemia also includes disorders related to the fatty acid Desaturation
Index (e.g. the ratio of SCD product fatty acids/SCD substrate fatty acids). Disorders relation
polyunsaturated fatty acid (PUFA) are also included as are cholesterol disorders such as
familial combined hyperlipidemia and those disordersinvolving defective reverse cholesterol

transport.

[0320] SCD-mediated diseases or conditions relating to hypertriglyceridemia, include but are
not limited to, hyperlipoproteinemias, familial histiocytic reticulosis, lipoprotein lipase
deficiency, apolipoprotein deficiency (such as ApoCII deficiency or ApoE deficiency), and the

like, or hypertriglyceridemia of unknown or unspecified etiology.

[0321] Metabolic syndrome and Syndrome X are also within the scope of the term "SCD-
mediated disease" including all of the various component condition that make up the syndromes
such as, but not limited to, dyslipidemia, low HDL, obesity, insulin resistance, decreased
glucose tolerance, hypertension, microalbuminemia, hyperuricaemia, and hypercoagulability,
diabetes, non-insulin-dependent diabetes mellitus, Type I diabetes, Type II diabetes, diabetic
complications, body weight disorders such as overweight, cachexia and anorexia, and body

mass index and leptin related diseases.
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[0322] As used herein, the term "metabolic syndrome" is a recognized clinical term used to
describe a condition comprising combinations of Type II diabetes, impaired glucose tolerance,
insulin resistance, hypertension, obesity, increased abdominal girth, hypertriglyceridemia, low

HDL, hyperuricaemia, hypercoagulability and/or microalbuminemia.

[0323] An SCD-mediated disease or condition also includes various hepatic conditions such as
hepatitis, hepatic steatosis, hepatic fibrosis, hepatic cirrhosis, non-alcoholic hepatitis, non-
alcoholic steatohepatitis (NASH), alcoholic hepatitis, fatty liver, acute fatty liver, fatty liver of
pregnancy, drug-induced hepatitis, erythrohepatic protoporphyria, iron overload disorders,

hereditary hemochromatosis, hepatoma and conditions related thereto.

[0324] Various skin and mucosal tissue disorders fall within the scope of an SCD-mediated
disease or condition including, but not limited to, eczema, acne, psoriasis, keloid scar formation
or prevention, diseases related to production or secretions from mucous membranes, such as
monounsaturated fatty acids, wax esters, and the like. Inflammation, sinusitis, asthma,
pancreatitis, osteoarthritis, theumatoid arthritis, cystic fibrosis, and pre-menstrual syndrome
may also be considered SCD-mediated diseases or conditions as may diseases or conditions
which is, or is related to cancer, neoplasia, malignancy, metastases, tumors (benign or
malignant), carcinogenesis, hepatomas and the like. SCD-mediated diseases or conditions also
include diseases or conditions which are, or are related to, neurological diseases, psychiatric
disorders, multiple sclerosis, eye diseases, and immune disorders. An SCD-mediated disease or
condition also includes a disease or condition which 1s, or 1s related to, viral diseases or

infections.

[0325] An SCD-mediated disease or condition also includes a condition where increasing lean
body mass or lean muscle mass is desired, such as is desirable in enhancing performance
through muscle building. Myopathies and lipid myopathies such as carnitine
palmitoyltransferase deficiency (CPT [ or CPT 1II) are also included herein. Such treatments are
useful in humans and in animal husbandry, including for administration to bovine, porcine or
avian domestic animals or any other animal to reduce triglyceride production and/or provide

leaner meat products and/or healthier animals.

Testing

[0326] The identification of compounds of the invention as SCD inhibitors was readily

accomplished using the SCD enzyme and microsomal assay procedure described in Talamo and
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Bloch (1969) Analytical Biochemistry 29:300-304. When tested in this assay, compounds of
the invention had less than 50% remaining SCD activity at 10 uM concentration of the test
compound, preferably less than 40% remaming SCD activity at 10 uM concentration of the test
compound, more preferably less than 30% remaining SCD activity at 10 uM concentration of
the test compound, and even more preferably less than 20% remaining SCD activity at 10 uM
concentration of the test compound, thereby demonstrating that the compounds of the invention

are potent inhibitors of SCD activity.

[0327] Other methods of testing the compounds disclosed herein are also readily available to
those skilled in the art. Thus, in addition, testing of the compounds may be accomplished in
vivo. Inone such embodiment, testing of the compounds is accomplished by administering the
compound to an animal afflicted with a plasma or tissue, fatty acid or triglyceride (TG) related
disorder or very low density lipoprotein (VLDL)-related disorder and subsequently detecting a
change in plasma or tissue fatty acid composition or triglyceride level in said animal thereby
identifying a therapeutic agent useful in treating a plasma or tissue, fatty acid or triglyceride
(TG) related disorder or very low density lipoprotein (VLDL)-related disorder. In such
embodiment, the animal may be a human, such as a human patient afflicted with such a disorder

and in need of treatment of said disorder.

[0328] In specific embodiments of such in vivo processes, said change in SCD activity in said
animal is a decrease in activity, preferably wherein said SCD modulating agent does not
substantially directly inhibit the biological activity of a AS desaturase, A6 desaturase, or fatty

acid synthetase or other lipogenic enzymes.

[0329] The model systems useful for compound evaluation may include, but not limited to, the
use of liver microsomes, such as from mice or rats that have been maintained on a high
carbohydrate or high-fate diet, or from human donors, including persons suffering from obesity.
Immortalized cell lines, such as HepG2 (from human liver), MCF-7 (from human breast cancer)
and 3T3-L1 (from mouse adipocytes) may also be used. Primary cell lines, such as primary
hepatocytes and adipocytes, are also useful in testing the compounds of the invention, Where
whole animals are used, mice or rats used as a source of primary hepatocyte cells may also be
used wherein the mice or rats have been maintained on a high carbohydrate or other SCD
mducing diet to increase SCD activity in microsomes and/or to elevate plasma triglyceride
levels or A9 fatty acid desaturation indexes (i.e., the 18:1/18:0 ratio); alternatively mice on a
normal diet or mice with normal triglyceride levels may be used. Mouse models employing
transgenic mice designed for hypertriglyceridemia are also available. Rabbits, hamsters, and

monkeys are also useful as animal models, especially those with diabetic and obesity.

_40 -



WO 2010/056230 PCT/US2008/079975

[0330] Another suitable method for determining the in vivo efficacy of the compounds of the
invention is to indirectly measure their impact on inhibition of SCD enzyme by measuring
changes in fatty acid composition. These include absolute or relative reductions in SCD
product fatty acids such as 16:1 n-7, 18:1 n-7 or 18:1 n-9. As well fatty acid composition data
may also be used to determine a subject's A9 Desaturation Index after administration of the
compound. "Desaturation Index(s)" as employed in this specification means the ratio of the
product over the substrate for the SCD enzyme as measured from a given tissue sample. This
may be calculated using different equations, such as 18:1n-9/18:0; 16:1n-7/16:0; and/or (16:1n-
7+18:11-7)/16:0. Desaturation Index(s) may be measured in plasma or tissues as well as

specific lipid classes containing fatty acids such as triglycerides and phospholipids.

Administration

[0331] The compounds of Formula I may be administered in either single or multiple doses by
any of the accepted modes of administration of agents having similar utilities, for example as
described in those patents and patent applications incorporated by reference, including buccal,
intranasal, intra-arterial injection, intravenously, intraperitoneally, parenterally,

intramuscularly, subcutaneously, orally, or as an inhalant.

[0332] Oral administration is the preferred route for administration of the compounds of
Formula I. Administration may be via capsule or enteric coated tablets, or the like. In making
the pharmaceutical compositions that include at least one compound of Formula I, the active
mgredient is usually diluted by an excipient and/or enclosed within such a carrier that can be in
the form of a capsule, sachet, paper or other container. When the excipient serves as a diluent,
in can be a solid, semi-solid, or liquid material (as above), which acts as a vehicle, carrier or
medium for the active ingredient. Thus, the compositions can be in the form of tablets, pills,
powders, lozenges, sachets, cachets, elixirs, suspensions, emulsions, solutions, syrups, acrosols
(as a solid or in a liquid medium), ointments containing, for example, up to 10% by weight of
the active compound, soft and hard gelatin capsules, sterile injectable solutions, and sterile

packaged powders.

[0333] Some examples of suitable excipients include lactose, dextrose, sucrose, sorbitol,
mannitol, starches, gum acacia, calcium phosphate, alginates, tragacanth, gelatin, calcium
silicate, microcrystalline cellulose, polyvinylpyrrolidone, cellulose, sterile water, syrup,
cyclodextrins, and methyl cellulose. The formulations can additionally include: lubricating

agents such as talc, magnesium stearate, and mineral oil; wetting agents; emulsifying and
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suspending agents; preserving agents such as methyl- and propylhydroxy-benzoates;

sweetening agents; and flavoring agents.

[0334] The compositions of the invention can be formulated so as to provide quick, sustained
or delayed release of the active ingredient after administration to the patient by employing
procedures known in the art. Controlled release drug delivery systems for oral administration
include osmotic pump systems and dissolutional systems containing polymer-coated reservoirs
or drug-polymer matrix formulations. Examples of controlled release systems are given in U.S.

Patent Nos. 3,845,770; 4,326,525; 4,902514; and 5,616,345.

[0335] Another formulation for use in the methods of the present invention employs
transdermal delivery devices (“patches”). Such transdermal patches may be used to provide
continuous or discontinuous infusion of the compounds of the present invention in controlled
amounts. The construction and use of transdermal patches for the delivery of pharmaceutical
agents is well known in the art. See, e.g., U.S. Patent Nos. 5,023,252, 4,992,445 and
5,001,139. Such patches may be constructed for continuous, pulsatile, or on demand delivery

of pharmaceutical agents.

[0336] SCD inhibitors such as the compounds of Formula I are effective over a wide dosage
range and is generally administered in a pharmaceutically effective amount. Typically, for oral
administration, each dosage unit contains from 1 mg to 2 g of an SCD inhibitor, more
commonly from 1 to 700 mg, and for parenteral administration, from 1 to 700 mg of a stearoyl-
CoA desaturase inhibitor, more commonly about 2 to 200 mg. It will be understood, however,
that the amount of the SCD inhibitor actually administered will be determined by a physician,
in the light of the relevant circumstances, including the condition to be treated, the chosen route
of administration, the actual compound administered and its relative activity, the age, weight,

and response of the individual patient, the severity of the patient’s symptoms, and the like.

[0337] For preparing solid compositions such as tablets, the principal active ingredient is
mixed with a pharmaceutical excipient to form a solid preformulation composition containing a
homogeneous mixture of a compound of the present invention. When referring to these
preformulation compositions as homogeneous, it is meant that the active ingredient is dispersed
evenly throughout the composition so that the composition may be readily subdivided into

equally effective unit dosage forms such as tablets, pills and capsules.

[0338] The tablets or pills of the present invention may be coated or otherwise compounded to
provide a dosage form affording the advantage of prolonged action, or to protect from the acid

conditions of the stomach. For example, the tablet or pill can comprise an inner dosage and an
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outer dosage component, the latter being in the form of an envelope over the former. The two
components can be separated by an enteric layer that serves to resist disintegration in the
stomach and permit the inner component to pass intact into the duodenum or to be delayed in
release. A variety of materials can be used for such enteric layers or coatings, such materials
including a number of polymeric acids and mixtures of polymeric acids with such materials as

shellac, cetyl alcohol, and cellulose acetate.

[0339] Compositions for inhalation or insufflation include solutions and suspensions in
pharmaceutically acceptable, aqueous or organic solvents, or mixtures thereof, and powders.
The liquid or solid compositions may contain suitable pharmaceutically acceptable excipients
as described supra. Preferably the compositions are administered by the oral or nasal
respiratory route for local or systemic effect. Compositions in preferably pharmaceutically
acceptable solvents may be nebulized by use of inert gases. Nebulized solutions may be
mhaled directly from the nebulizing device or the nebulizing device may be attached to a face
mask tent, or intermittent positive pressure breathing machine. Solution, suspension, or powder
compositions may be administered, e.g. orally or nasally, from devices that deliver the

formulation in an appropriate manner.

[0340] The following examples are included to demonstrate preferred embodiments of the
invention. It should be appreciated by those of skill in the art that the techniques disclosed in
the examples which follow represent techniques discovered by the inventor to function well in
the practice of the invention, and thus can be considered to constitute preferred modes for its
practice. However, those of skill in the art should, in light of the present disclosure, appreciate
that many changes can be made in the specific embodiments which are disclosed and still

obtain a like or similar result without departing from the spirit and scope of the invention.

EXAMPLE 1

Preparation of a Compound of Formula (3)

A. Preparation of a Compound of Formula (3) in which R* and R’ are Chloro, R* is

Hvdrogen. and Y is Methylene

O,N cl

Iz

NH, Cl
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[0341] To a mixture of 0.5 g (2.7 mmol, 1.0 eq.) of 5-nitroanthranilic acid, 0.5 g (3.3 mmol,
1.2 eq.) of HOBt monohydrate and 0.63 g (3.3 mol, 1.2 eq.) of EDC in 30 mL of CH,Cl, was
added 0.4 mL (3.0 mmol, 1.1 eq.) 3,4-dichlorobezylamine and the mixture stirred at room
temperature for 2 hours. The mixture was diluted with 40 mL of sat. NH4CI solution. The
organic phase was dried (NaSOy) and the solvent removed in vacuo. The residue was dried

under high vacuum to provide N-(3,4-dichlorobenzyl)-2-amino-5-nitrobenzamide.

B. Preparation of Compounds of Formula (3) varying R%, R*, R*, and Y

[0342] Similarly, following the procedure of Example 1A above, but optionally substituting 4-
nitroanthranilic acid for 5-nitroanthranilic acid and/or optionally substituting other amines of

formula (2) for 4-dichlorobezylamine, the following compound of formula (3) was prepared:

3,4-dichlorobenzyl)-2-amino-4-nitrobenzamide;
3,4-difluorobenzyl)-2-amino-4-nitrobenzamide;
3-chlorobenzyl)-2-amino-4-nitrobenzamide;
4-chlorobenzyl)-2-amino-5-nitrobenzamide;
4-chlorobenzyl)-2-amino-4-nitrobenzamide;

3-fluororobenzyl)-2-amino-4-nitrobenzamide;

N-
N-
N-
N-
N-
N-
N-
N-(3-trifluoromethylbenzyl)-2-amino-3-nitrobenzamide;
N-(4-trifluormethylbenzyl)-2-amino-5-nitrobenzamide;
N-(4-bromobenzyl)-2-amino-5-nitrobenzamide;

N-

(

(

(

(

(

(

(4-fluorobenzyl)-2-amino-5-nitrobenzamide;

(

(

(

(4-methoxybenzyl)-2-amino-5-nitrobenzamide;

N-(3-chloro-4-fluorobenzyl)-2-amino-5-nitrobenzamide;
N-(3-fluoro-4-chlorobenzyl)-2-amino-5-nitrobenzamide;

(2-amino-5-nitrophenyl)-N-[(4-benzo[b]thiophen-5-ylphenyl)methyl|carboxamide;

(2-amino-5-nitrophenyl)-N-[(4-benzo[b]thiophen-6-ylphenyl)methyl |carboxamide; and

(2-amino-5-nitrophenyl)-N-[2-(3,4-dichlorophenyl)ethyl]carboxamide.

C. Preparation of Compounds of Formula (3) varying R%, R>, R*. and Y

[0343] Similarly, following the procedure of Example 1A above, but optionally substituting 4-
nitroanthranilic acid for 5-nitroanthranilic acid and/or optionally substituting other amines of

formula (2) for 4-dichlorobezylamine, other compounds of formula (3) are prepared.
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EXAMPLE 2

Preparation of a Compound of Formula (4)

A. Preparation of a Compound of Formula (4) in which R* and R? are Chloro, R, R, RS,

and R’ are Hydrogen, and Y is Methylene

0
O,N Cl
N
P
N Cl

[0344] To a suspension of 0.5 g (1.47 mmole, 1.0 eq.) of N-(3,4-dichlorobenzyl)-2-amino-5-

nitrobenzamide in 10 mL of trimethylorthoformate in a Biotage microwave vial we added 0.05
£ (0.23 mmol, 0.15 eq.) of (D)-10-camphorsulfonic acid. The mixture was subjected to

microwave irradiation, maintaining an internal reaction temperature of 180 °C for 30 minutes.
The solvent was removed in vacuo to provide crude 3-(3,4-dichlorobenzyl)-6-nitroquinazolin-

4-(3H)-one as a white solid. m/z (ESI); found 350.2 [M + HJ'.

B. Preparation of Compounds of Formula (4) varying R% R*, R*. R>, R, R”, and Y

[0345] Similarly, following the procedure of Example 2A above, but optionally substituting
other compounds of formula (3) for N-(3,4-dichlorobenzyl)-2-amino-5-nitrobenzamide, and
optionally substituting triethylorthoformate for trimethylorthoformate, the following

compounds of formula (4) were prepared:

3-(3,4-dichlorobenzyl)-7-nitroquinazolin-4-(3H)-one;
3-[(3,4-dichlorophenyl)methyl]-2-methyl-6-nitro-3-hydroquinazolin-4-one
3-(3,4-difluorobenzyl)-7-nitroquinazolin-4-(3H)-one;;
3-(3-chlorobenzyl)-7-nitroquinazolin-4-(3H)-one;
3-(4-chlorobenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(4-chlorobenzyl)-7-nitroquinazolin-4-(3H)-one;
3-(3-fluororobenzyl)-7-nitroquinazolin-4-(3H)-one;
3-(4-fluorobenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(3-trifluoromethylbenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(4-trifluormethylbenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(4-bromobenzyl)-6-nitroquinazolin-4-(3H)-one;
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3-(4-methoxybenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(3-chloro-4-fluorobenzyl)-6-nitroquinazolin-4-(3H)-one;
3-(3-fluoro-4-chlorobenzyl)-6-nitroquinazolin-4-(3H)-one;
3-[(4-benzo[b]thiophen-6-ylphenyl)methyl]-5-nitro-3-hydroquinazolin-4-one;
3-[(4-benzo[b]thiophen-6-ylphenyl)methyl]-6-nitro-3-hydroquinazolin-4-one; and
6-nitro-3-(2-phenylethyl)-3-hydroquinazolin-4-one.

C. Preparation of Compounds of Formula (4) varying R%, R, R*, R>, R®, R”, and Y

[0346] Similarly, following the procedure of Example 2A above, but optionally substituting
other compounds of formula (3) for N-(3,4-dichlorobenzyl)-2-amino-5-nitrobenzamide, and
optionally substituting triethylorthoformate for trimethylorthoformate, other compounds of

formula (4) are prepared.

EXAMPLE 3

Preparation of a Compound of Formula (5)

A. Preparation of a Compound of Formula (5) in which R? and R® are Chloro, R*, R, RS,

and R’ are Hydrogen, and Y is Methylene

0
HoN Cl
N
J
N Cl

[0347] To a solution of 1.47 mmol of crude 3-(3,4-dichlorobenzyl)-6-nitroquinazolin-4-(3H)-

one in 30 mL of p-dioxane was added a solution of 2.0 g (tech. grad, 85%, 9.8 mmol, 6.7 eq.)
of sodium bisulfite and 1.0 g (9.5 mmol, 6.7 eq.) of sodium carbonate in 20 mL of water. The
mixture was stirred at room temperature for 16 hours. The mixture was then diluted with 60
mL of saturated brine. The organic phase was dried (Na,SOy) and the solvent removed in
vacuo. The product was isolated by flash chromatorgraphy (12 g flash silica column, eluting
with linear gradient of 30 - 100% EtOAc/hexanes over 15 minutes) to provide the compound of

formula (5), 3-(3,4-dichlorobenzyl)-6-aminoquinazoline-4-(3H)-one as a brown solid.
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81 (ds DMSO, 300 MHz) 5.02 (s, 2H), 6.98 (dd, 1H), 7.82 (d, 1H), 7.21 (dd,
1H), 7.50 (d, 1H), 7.55 (d, 1H), 8.14 (s, 1H); m/z (ESI); found 320.1 [M + H]".

B. Alternative Preparation of Compounds of Formula (5) in which R* and R? are Chloro,

R* R’ R® and R’ Hydrogen, and Y is Methylene

[0348] To a solution of 6-nitro-3-(3,4-dichlorobenzyl)quinazolin-4(3H)-one (1.25 g, 3.58
mmol) and hydrazine hydrate (1.8 g, 36 mmol) in methanol (100 ml) at 50 °C Ni Raney (1 g)
was added portion wise. After gas evolution has ceased, stirring was continued for additional
10 min at 50 °C, and reaction mixture was quickly filtered through a 1-2 ¢cm plug of silica gel.
The resulting solution was concentrated, the resulting crystalline solid washed with ethyl
acetate and dried to give the compound of formula (5), 3-(3,4-dichlorobenzyl)-6-

aminoquinazoline-4-(3H)-one.

C. Preparation of Compounds of Formula (5) varying R%, R*, R*. R’ R®. R’ and Y

[0349] Similarly, following the procedure of Example 3A or 3B, but optionally substituting
other compounds of formula (4) for 3-(3,4-dichlorobenzyl)-6-nitroquinazolin-4-(3H)-one, the

following compounds of formula (5) were prepared:

3-(3.4-dichlorobenzyl)-7-aminoquinazolin-4-(3H)-one;
3-[(3,4-dichlorophenyl)methyl]-2-methyl-6-amino-3-hydroquinazolin-4-one;
3-(3,4-difluorobenzyl)-7-aminoquinazolin-4-(3H)-one;
3-(3-chlorobenzyl)-7-aminoquinazolin-4-(3H)-one;
3-(4-chlorobenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(4-chlorobenzyl)-7-aminoquinazolin-4-(3H)-one;
3-(3-fluororobenzyl)-7-aminoquinazolin-4-(3H)-one;
3-(4-fluorobenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(3-trifluoromethylbenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(4-trifluormethylbenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(4-bromobenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(4-methoxybenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(3-chloro-4-fluorobenzyl)-6-aminoquinazolin-4-(3H)-one;
3-(3-fluoro-4-chlorobenzyl)-6-aminoquinazolin-4-(3H)-one;
3-[(4-benzo[b]thiophen-6-ylphenyl)methyl]-3-amino-3-hydroquinazolin-4-ong;
3-[(4-benzo[b]thiophen-6-ylphenyl)methyl]-6-amino-3-hydroquinazolin-4-one; and
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6-amino-3-(2-phenylethyl)-3-hydroquinazolin-4-one.

C. Preparation of Compounds of Formula (5) varying R%, R>, R*. R, R®. R’. and Y

[0350] Similarly, following the procedure of Example 3A or 3B, but optionally substituting
other compounds of formula (4) for 3-(3,4-dichlorobenzyl)-6-nitroquinazolin-4-(3H)-one, and
optionally substituting triethylorthoformate for trimethylorthoformate, other compounds of

formula (5) are prepared.

EXAMPLE 4

Preparation of a Compound of Formula [

A. Preparation of a Compound of Formula I in which R' is Benzyl, R* and R® are Chloro,

R* R’ R%, and R’ are Hydrogen, Y is Methylene, and X is Oxygen

YO

[0351] To a solution of 15 mg (47 pmol, 1.0 eq.) of 3-(3,4-dichlorobenzyl)-6-

aminoquinazolin-4-(3H)-one in 0.75 mL of p-dioxane was added a solution of 20 mg (0.19
mmol, 4.0 eq.) of sodium carbonate in 0.25 mL of water. A portion of 20 uL (0.12 mmol, 2.5
eq.) of benzyl chloroformate was then added and the mixture stirred at room terperature for 1
hour. The mixture was then diluted with 5 mL of CH,Cl, and 1 mL of sat. Na,COj; solution.
The layers were separated and the organic phase dried (Na,SO,). The solvent was removed in
vacuo and the product isolated by revese-phase chromatography to provide the compound of

Formula I, 3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihdroquinazolin-6-yl carbamate as a white solid.

8 (CDCL;, 300 MHz) 5.04 (s, 2H), 5.22 (s, 2H), 7.14 (dd, 1H), 7.37 (m, 7H),
7.58 (bs, 1H), 7.71 (m, 1H), 7.99 (s, 1H), 8.24 (m, 2H); m/z (ESD); found 454.2
[M+H]".
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B. Preparation of Compounds of Formula I varying R, R% R*, R* R*, R®. R". Y, and X

[0352] Similarly, following the procedure of Example 4A above, but optionally substituting
other compounds of formula (6) for benzyl chloroformate and/or replacing other compounds of
formula (5) for 3-(3,4-dichlorobenzyl)-6-aminoquinazolin-4-(3H)-one, the following
compounds of Formula I were prepared:

[0353] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-3-

phenylpropanamide;

[0354]  N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl}hexanamide;

[0355]  N-{3-[(3,4-dichloropheny)methyl]-2-methyl-4-0x0(3-hydroquinazolin-6-

vD)}(phenylmethoxy)carboxamide;

[0356] N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)}(2-

methylpropoxy)carboxamide;

[0357]  N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD)} (phenylmethoxy)carboxamide;

[0358] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-

yD)}(methylethoxy)carboxamide;

[0359] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}prop-2-

enyloxycarboxamide;

[0360] N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)}(4-

methylphenoxy)carboxamide;

[0361]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(4-

fluorophenoxy)carboxamide;

[0362] N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-

yl)}methoxycarboxamide;

[0363]  N-{3-[(4-chlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl) } prop-2-

enyloxycarboxamide;

[0364] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-

phenoxyacetamide;

[0365] N-{3-[2-(4-chlorophenyl)ethyl]-4-oxo(3-hydroquinazolin-6-

yD} (phenylmethoxy)carboxamide;
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[0366] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl1)}-2-(4-

methoxyphenoxy)acetamide;

[0367] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl1)}-2-(4-
fluorophenoxy)acetamide;

[0368] 2-(acetylamino)-N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
hydroquinazolin-6-yl)}acetamide;

[0369] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(3,5-
dimethylphenoxy)acetamide;

[0370] N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)}-2-(2,6-
dimethylphenoxy)acetamide;

[0371]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(4-

methylphenoxy)acetamide;

[0372]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(3-
pyridylmethoxy )carboxamide;

[0373]  N-{3-[(4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD} (phenylmethoxy)carboxamide;

[0374] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

methoxyphenoxy)acetamide;

[0375] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

fluorophenoxy)acetamide;

[0376] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(3-

fluorophenoxy)acetamide;

[0377] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2,4-

difluorophenoxy)acetamide;

[0378] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-

chlorophenoxy)acetamide;

[0379] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2,3-

dichlorophenoxy)acetamide;

[0380] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}-2-(2-

nitrophenoxy )acetamide;
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[0381] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-
naphthyloxy )acetamide;

[0382]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-3-

phenoxypropanamide;

[0383] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-
chlorophenoxy)propanamide;

[0384] 2-benzo[c]1,2,5-thiadiazol-4-yloxy-N-{3-[(3,4-dichlorophenyl)methyl]-4-
o0x0(3-hydroquinazolin-6-yl) }acetamide;

[0385] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(3-
pyridyloxy)acetamide;

[0386] N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-yl)}-2-(4-
pyridylthio)acetamide;

[0387] N-{3-[(4-bromophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-

phenoxyacetamide;

[0388] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-

phenoxyacetamide;

[0389]  N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-

phenoxyacetamide;

[0390] N-[3-(benzo[b]thiophen-6-ylmethyl)-4-oxo(3-hydroquinazolin-6-y1)]-2-

phenoxyacetamide;

[0391] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-4-oxo-
4-phenylbutanamide;

[0392]  N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)}-2-(3-

fluorophenoxy)acetamide;

[0393] N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-7-y1)}-2-

phenoxyacetamide;

[0394]  N-[3-(benzo[b]thiophen-5-ylmethyl)-4-0xo(3-hydroquinazolin-6-
yl)](phenylmethoxy)carboxamide;

[0395]  N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

vD)}(phenylmethoxy)carboxamide;
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[0396]  (N-{3-[(3.,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl} carbamoyl)ymethyl acetate;

[0397] N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0398]  N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-yl)}-2-(3-
pyridyloxy)acetamide;

[0399] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-(2-

methoxyphenoxy)acetamide;

[0400] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-(3-
pyridyloxy)acetamide;

[0401] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0402]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-

phenoxyacetamide;

[0403]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(4-
pyridylthio)acetamide;

[0404]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-
pyrimidin-2-ylthioacetamide;

[0405]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(4-
chlorophenylthio)acetamide;

[0406] N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-y1)}[5-
(imidazolylmethyl)(2-furyl)]carboxamide;

[0407] N-{3-[(3-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;

[0408]  N-{3-[(3-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy)carboxamide;

[0409] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-
(phenylmethylthio)acetamide;

[0410] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}[(2-

methoxyphenyl)methoxy|carboxamide;
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[0411]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-
hydroxyacetamide;

[0412]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(2-
furylmethoxy)carboxamide;

[0413]  (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl}carbamoyl)ymethyl acetate;

[0414]  (N-{3-[(3-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl} carbamoyl)methyl acetate;

[0415]  (N-{3-[(4-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-

yl} carbamoyl)methyl acetate;

[0416] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(2-

methoxyethoxy)carboxamide;

[0417] N-{3-[(3-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0418] N-{3-[(3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0419]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}(4-

chlorophenoxy)carboxamide;

[0420]  N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}(2-
phenylethoxy)carboxamide;

[0421]  (N-{3-[(3-fluorophenyl)methyl]-4-ox0-3-hydroquinazolin-7-

yl}carbamoyl)methy! acetate;

[0422]  N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo0(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;

[0423]  N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy)carboxamide;

[0424]  (N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-ox0-3-hydroquinazolin-7-

yl}carbamoyl)methyl acetate;

[0425]  N-{3-[(3-fluorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-y1)} (3-
pyridylmethoxy)carboxamide;
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[0426] N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}(3-
pyridylmethoxy )carboxamide;

[0427]  (N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-ox0-3-hydroquinazolin-7-

yl}carbamoyl)ymethyl acetate;

[0428]  N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}(4-
pyridylmethoxy )carboxamide;

[0429]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}[(3-

cyanophenyl)methoxy|carboxamide;

[0430]  N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-7-yl)}-2-
hydroxyacetamide;

[0431]  N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0432]  N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD} (phenylmethoxy)carboxamide;

[0433]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)} {2-

[methylbenzylamino]ethoxy } carboxamide;

[0434]  N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD}(cyclopropylmethoxy)carboxamide;

[0435]  (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-
yl}carbamoyl)methy! 2-(dimethylamino)acetate;

[0436] N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;

[0437]  ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0-3-hydroquinazolin-6-

yl}carbamoyloxy)acetate;

[0438] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)}(2-
pyridylmethoxy)carboxamide;

[0439]  (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-
yl}carbamoyl)methy! 2-(dimethylamino)acetate;

[0440]  ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0-3-hydroquinazolin-7-

yl}carbamoyloxy)acetate;
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[0441] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}[2-(2-

methoxyethoxy)ethoxy |carboxamide;

[0442]  [N-(4-0x0-3-{[3-(trifluoromethyl)phenyl]methyl}-3-hydroquinazolin-6-
yl)carbamoyl]methyl acetate;

[0443]  2-hydroxy-N-(4-0x0-3-{[3-(trifluoromethyl)phenylJmethyl}(3-
hydroquinazolin-6-yl))acetamide;

[0444]  [N-(4-0x0-3-{[4-(trifluoromethyl)phenyl]methyl}-3-hydroquinazolin-6-
yl)carbamoyl]methyl acetate;

[0445]  2-hydroxy-N-(4-0x0-3-{[4-(trifluoromethyl)phenylJmethyl}(3-
hydroquinazolin-6-yl))acetamide;

[0446]  (N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl} carbamoyl)methyl acetate;

[0447]  N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-
hydroxyacetamide;

[0448]  (N-{3-[(4-methoxyphenyl)methyl]-4-0x0-3-hydroquinazolin-6-

yl} carbamoyl)methyl acetate;
[0449]  2-hydroxy-N-{3-[(4-methoxyphenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yl)}acetamide;

[0450]  (N-{3-[(3,4-difluorophenyl)methyl]-4-ox0-3-hydroquinazolin-7-

yl}carbamoyl)methyl acetate; and

[0451]  N-{3-[(3,4-difluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide.

C. Preparation of Compounds of Formula I varying R, R% R*, R*. R>. R®. R". Y. and X

[0452] Similarly, following the procedure of Example 4A above, but optionally substituting
other compounds of formula (6) for benzy! chloroformate and/or replacing other compounds of
formula (5) for 3-(3,4-dichlorobenzyl)-6-aminoquinazolin-4-(3H)-one, other compounds of

Formula I are prepared.

-55.-



WO 2010/056230 PCT/US2008/079975

EXAMPLE 5

Preparation of a Compound of Formula I

Preparation of a Compound of Formula I in which R! is Pentyl, R* and R® are Chloro, R*, R,

R®, and R” are Hydrogen, Y is Methylene, and X is a Covalent Bond

OO

[0453] To a solution of 44 mg (0.14 mmol, 1.0 eq.) of 3-(3,4-dichlorobenzyl)-6-

aminoquinazolin-4-(3H)-one in 3 mL of p-dioxane was added 47 uL of hexanoyl chloride
(6.18, 0.34 mmol, 2.4 eq.) followed by Na,CO; solution in water (50 mg in 0.7 mL). The
reaction mixture was stirred at room temperature overnight. After extractive workup the crude
reaction mixture was purified on prep-TLC eluting with 3:1 ethyl acetate/hexanes. The desired
product ,N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)hexanamide, was

obtained as colorless solid.
MS (ESI, m/z): 417.95 [M+H"].

'H NMR (3, CDCl;, 400 MHz): 8.28 (dd, 1H); 8.14 (d, 1H); 8.03 (s, 1H); 7.71
(d, 1H); 7.50 (br s, 1H); 7.45 (d, 1H); 7.43 (d, 1H); 7.19 (dd, 1H); 5.13 (s, 2H);
2.41 (t, 2H); 1.75 (quintet, 2H); 1.41-1.33 (m, 4H); 0.92 (1, 3H).

-56-



WO 2010/056230 PCT/US2008/079975

EXAMPLE 6

Preparation of a Compound of Formula [

A. Preparation of a Compound of Formula I in which R' is Pentyl, R> and R’ are Chloro,

R* R’, RS, and R” are Hydrogen, Y is Methylene, and X is NH

/\/\/H H N Cl
IR 0O

[0454] To a solution 0f 49.6 mg (15.5 mmol, 1.0 eq.) of 3-(3,4-dichlorobenzyl)-6-

aminoquinazolin-4-(3H)-one in 3 mL of p-dioxane was added 50 mL of n-pentyl isocyanate
(0.38 mmol, 2.5 eq.) followed by Na,CO; solution in water (50 mg in 0.7 mL). The reaction
mixture was stirred at room temperature overnight. After extractive workup the crude reaction
mixture was purified on prep-TLC eluting with 3% MeOH in CH,Cl,. The desired product, 1-
(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-3-pentylurea, was obtained as

colorless solid.
MS (ESI, m/z): 432.99 [M+H"].
'H NMR (8, CDCl;, 400 MHz): 8.14 (dd, 1H); 8.03 (s, 1H); 7.94 (d, 1H); 7.67
(d, LH); 7.43 (d, 1H); 7.42 (d, 1H); 7.17 (dd, 1H); 7.11 (brs, 1H); 5.12 (s, 2H);

5.06 (br t, 1H); 3.25 (q, 2H); 1.52 (quintet, 2H); 1.35-1.27 (m, 4H); 0.89 (4,
3H).

B. Preparation of Compounds of Formula I varying R, R%: R*, R*, R*, R®, R", Y, and X

[0455] Similarly, following the procedure of Example 6A above, but optionally substituting
other compounds of formula (6") for #n-penty! isocyanate and/or replacing other compounds of
formula (5) for 3-(3,4-dichlorobenzyl)-6-aminoquinazolin-4-(3H)-one, the following

compounds of formula (4) were prepared:

[0456] N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-
yl)} [benzylamino]carboxamide; and

[0457] N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo0(3-hydroquinazolin-6-y1)} [(2-
methoxyethyl)amino]carboxamide.
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C. Preparation of Compounds of Formula I varying R, R% R*,R*, R>, R, R", Y, and X

[0458] Similarly, following the procedure of Example 6A above, but optionally substituting
other compounds of formula (6") for n-penty! isocyanate and/or replacing other compounds of
formula (5) for 3-(3,4-dichlorobenzyl)-6-aminoquinazolin-4-(3H)-one, other compounds of

Formula I are prepared.

EXAMPLE 7

Preparation of a Compound of Formula [

Preparation of a Compound of Formula I in which R is CH;C(O)OCH,-, R? and R? are Chloro,

R*. R’.R® and R’ are Hydrogen, Y is Methylene, and X is a Covalent Bond

YL

[0459] A solution containing acetylglycolic acid (250 mg, 2.11 mmol) and

O

carbonyldiimidazole (411 mg, 2.5 mmol) in methylene chloride (10 ml) was stirred at room
temperature for 1 hr, then 6-amino-3-(3,4-dichlorobenzyl)quinazolin-4(3H)-one (200 mg, 0.62
mmol) was added and stirring was continued at 70 °C for 3 h. The reaction mixture was
concentrated and subjected to column chromatography (chloroform — ethyl acetate 10:1 to 5:1)
to afford the title product, N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

acetoxyacetamide.
MS (APCI, m/z): 419.94 [M+H].

"H NMR (3, CDCl;, 400 MHz); 10.36 (s, 1H); 8.49 (m, 2H); 8.00 (d, 1H); 7.69 (d, 1H);
7.60 (d, 1H); 7.38 (d, 1H); 5.20 (s, 2H); 4.70 (s, 2H); 2.12 (s, 3H).
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EXAMPLE 8

Preparation of a Compound of Formula [

Preparation of a Compound of Formula I in which R' is Hydroxymethyl, R* and R? are Chloro,

R* R, R®, and R’ are Hydrogen, Y is Methylene, and X is a Covalent Bond

YO

[0460] To a solution of 50 mg (0.12 mmol) of N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-

dihydroquinazolin-6-yl)-2-acetoxyacetamide in 2 mL of methanol was added 2M aqueous
solution of LiOH (2mL) and stirred at room temperature overnight. Solvents were removed in
vacuo. The residue was redissolved in CH,Cl, and washed consecutively with 0.2 N HCI and
water. Organic layer was dried over Na;SOy, concentrated and subjected to flash-
chromatography (CH,Cl,) to provide the title product, N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide.

MS (ESI, m/z): 377.91 [M+H'].

'"H NMR (8, CDCls, 400 MHz): 9.99 (brs, 1H); 8.60 (s, 1H); 8.48 (s, 1H); 8.07
(d, 1H); 7.67 (d, 1H); 7.58 (d, 1H); 7.36 (d, 1H); 5.58 (br s, 1H); 5.17 (s, 2H);
4.05 (s, 2H).

Preparation of further compounds of Formula I

[0461] Following the procedures set out in Examples 7 and 8 above, but optionally
substituting other starting materials as may be determined by inspection of the final compound,
the following compounds of Formula I were prepared:
[0462] N-(3-(3,4-difluorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;
[0463] N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
[0464] N-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-
2-hydroxyacetamide;
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[0465] N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0466] N-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-
2-hydroxyacetamide;

[0467] N-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0468] N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0469] N-(3-(1-(3,4-dichlorophenyl)propyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0470] N-(3-benzyl-4-0x0-3,4-dihydroquinazolin-6-y1)-2-hydroxyacetamide;

[0471] N-(3-(biphenyl-3-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0472] (R)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-ox0-3,4-
dihydroquinazolin-6-y1)-2-hydroxyacetamide;

[0473] (S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-

hydroxyacetamide;

[0474] (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

[0475] N-(3-(4-chlorophenethyl)-4-oxo0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0476] N-(3-(3-chlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0477] N-(3-(2,4-dichlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0478] N-(3-(2-(2,5-dichlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0479] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0480] N-(3-(3-(2-fluorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;
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[0481] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0482] N-(3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0483] N-(3-(3-(2-chlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0484] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0485] N-(3-(3-(2-chlorophenoxy )propyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0486] N-(3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-ox0-3,4-dihydroquinazolin-
6-y1)-2-hydroxyacetamide;
[0487] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-

hydroxyacetamide;

[0488] N-(3-(5-(2,5-dichlorophenoxy)pentyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0489] N-(3-(3-(2,3-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0490] N-(3-(3-(2-chloro-5-(trifluoromethyl)phenoxy )propyl)-4-0xo-3,4-
dihydroquinazolin-6-y1)-2-hydroxyacetamide;

[0491] N-(3-(3-(4-chlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0492] N-(3-(2-(2,5-dichlorophenylsulfonamido)ethyl)-4-ox0-3,4-dihydroquinazolin-
6-y1)-2-hydroxyacetamide;

[0493] N-(3-(3-(2,5-dichlorophenylsulfonamido)propyl)-4-oxo-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0494] N-(3-(2-(4-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-

hydroxyacetamide;

[0495] N-(3-(2-(3-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
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[0496] N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydropyrido[2,3-d]pyrimidin-6-y1)-2-
hydroxyacetamide;

[0497] N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydropyrido[2,3-d]pyrimidin-6-y1)-2-

hydroxyacetamide.
EXAMPLE 9
A. Synthesis of primary amines of formula (2A)
Ry
NS

no | /\/)—R3
Ry

(2A)

[0498] Primary amines of formula (2A) (which are compounds of formula (2), see Reaction
Scheme T) can be made by a variety of known synthetic methods including, but not limited, to
the following references: Yamazaki, Y. et al, Bioorg. Med. Chem. Lett. 2007, 17, 4689-93; Tan,
E.S.etal,J. Med. Chem. 2007, 50, 2787-98; Xie, S.-X. et al, Bioorg. Med. Chem. Lett. 2000,
16, 3886-90; Guizzunti, G. et al, Bioorg. Med. Chem. Lett. 2007, 17, 320-5; Dawson, M. 1. et
al,J. Med. Chem. 2004, 47, 3518-36. The primary amines of formula (2A) can then be
incorporated into the syntheses of compounds of Formula I as described herein, e.g. Reaction

Scheme I.

0 K,COs, DMF 0 Ry
R MeNH, aq. HZNMO YA
Ny_}Br Ro Ny 4O~/ 2 no |l lR
M RN bk | A X
0 | ’KTR3 0 " X) Rs Ry
Ry 2A
8 10

9

[0499] One method of synthesis of these amines includes the reaction of phthalimides (8) with
substituted phenols (9), as described by Lever, W. O. Jr. J. Med. Chem. 1985, 28, 1870-4,

followed by reaction with methylamine.
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KH, THF 3 R2  NaN
Br\MBr BFHO \/\ﬁ 3
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R2 1. PPhy  HoNY_}O-_A
N O~ g H2 4
— 3Hn | /\lR (vfn \({}Rs
5¢ 73 2. 4NHC X
4

R4
14 2A

[0500] Another method of synthesis includes a reaction of excess of symmetrical o, -
dibromoalkane (12) with substituted phenol (9) resulting in monobromide (13). Monobromide
is then reacted with sodium azide to produce azide derivative (14) which is converted to
primary amide by consecutive reactions, first with triphenylphosphine and then with

hydrochloric acid.

B. Svynthesis of primary amines of formula (2B)

[0501] Aminoalcohols of Formula (2B) (which are compounds of formula (2), see Reaction
Scheme I) can be made by a variety of known synthetic methods including, but not limited, to
the following references: Vigroux, A. et al, J. Med. Chem. 1995, 38, 3983-94; Erhart, P.W. et
al, J. Med. Chem. 1982, 25, 1402-7. The primary amines of formula (2B) can then be

mcorporated into the syntheses of compounds of Formula I as described herein, e.g. Reaction

Scheme I.
OH R
HaN A0 % i
| ,)_Rs
2B R4

[0502] One method of synthesis of aminoalcohols includes reaction of epichlorohydrin with
substituted phenols in the presence of aqueous NaOH in dioxane to compounds of formula (16).
Compounds of formula (16) undergo reaction with benzylamine to produce aminoalcohols of
formula (17). This particular two-step method of synthesis of substitutred aminoalcohols is
described by Caroon, J, M, et al, J. Med. Chem. 1981, 24, 1320-28, Final step represents de-

benzylation which is accomplished by reaction with cyclohexene as hydrogen source in the
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presence of palladium (II) hydroxide 20% on carbon. The product is an amino-alcohol

conforming to formula (2B).

NaOH, dioxane 0 R> BnoNH
%\/G I>\/O \Kj L,
HO /RZ | IR
epichlorohydrin | iR ’\
R
9 4 16
OH H
R H \j\/ R2
. Bn2N\/I\/O \/ﬁz i HoN o) \/\j
| €R3 | K) Rs
2B
7 R4 R4

C. Synthesis of compounds of Formula I using primary amines of formula 2A and formula 2B

[0503] The primary amines of formula (2A) and formula 2B can then be incorporated into the
syntheses of compounds of Formula I as described herein, e.g. Reaction Scheme 1. The
following compounds were synthesized accordingly:
[0504] benzyl 4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-dihydroquinazolin-
6-ylcarbamate;
[0505] N-(3-(2-(2,5-dichlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
[0506] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
[0507] benzyl 3-(3-(2,5-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-
ylcarbamate;
[0508] 2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-
dihydroquinazolin-6-yl)acetamide;
[0509] benzyl 3-(3-(2-fluorophenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-6-
ylcarbamate;
[0510] 2-(3-(3-(2-fluorophenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-2-
oxoethyl acetate;
[0511] N-(3-(3-(2-fluorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;
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[0512] benzyl 3-(3-(2-cyanophenoxy )propyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0513] benzyl 3-(3-(2,5-dichlorophenoxy )propyl)-4-ox0-3,4-dihydroquinazolin-7-

ylcarbamate;

[0514] N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0515] benzyl 4-0x0-3-(3-(0-tolyloxy)propyl)-3,4-dihydroquinazolin-6-ylcarbamate;
[0516] 2-hydroxy-N-(4-0x0-3-(3-(0-tolyloxy)propyl)-3,4-dihydroquinazolin-6-
yDacetamide;

[0517] benzyl 3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0518] N-(3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0519] N-(3-(3-(2-chlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0520] benzyl 3-(2-(2-chlorophenoxy )ethyl)-4-ox0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0521] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0522] benzyl 3-(3-(2-chlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0523] N-(3-(3-(2-chlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0524] N-(3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-0x0-3,4-dihydroquinazolin-
6-y1)-2-hydroxyacetamide;

[0525] benzyl 3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-0x0-3,4-
dihydroquinazolin-6-ylcarbamate;

[0526] N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-

hydroxyacetamide;

[0527] N-(3-(5-(2,5-dichlorophenoxy)pentyl)-4-ox0-3,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;
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[0528] N-(3-(3-(2,3-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0529] N-(3-(3-(2-chloro-5-(trifluoromethyl)phenoxy )propyl)-4-oxo-3,4-
dihydroquinazolin-6-y1)-2-hydroxyacetamide;

[0530] 2,5-dichloro-N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-
yDethyl)benzamide;

[0531] 2-hydroxy-N-(4-0x0-3-(3-phenoxypropyl)-3,4-dihydroquinazolin-6-
yl)acetamide;

[0532] N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-yl)ethyl)-2-

(trifluoromethyl)benzamide;

[0533] N-(3-(3-(4-chlorophenoxy )propyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0534] N-(3-(2-(2,5-dichlorophenylsulfonamido)ethyl)-4-ox0-3,4-dihydroquinazolin-
6-yl)-2-hydroxyacetamide;

[0535] N-(3-(3-(2,5-dichlorophenylsulfonamido)propyl)-4-oxo-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0536] 2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenylsulfonamido)propyl)-3,4-
dihydroquinazolin-6-yl)acetamide;

[0537] N-(3-(2-(4-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0538] N-(3-(2-(3-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide; and

[0539] 2-hydroxy-N-(3-(2-hydroxy-3-(o-tolyloxy)propyl)-4-0x0-3,4-
dihydroquinazolin-6-yl)acetamide.

EXAMPLE 10

Synthesis of compounds of Formula I in which W is N.

[0540] The general synthesis set out in Reaction Scheme I was followed to produce

compounds of Formula I in which W is N.
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A. Preparation of a Compound of Formula (3)

0
0Ny N Cl
| H
g
N” “NH, Cl
[0541] A solution of 1.0 g of 2-amino-5-nitronicotinic acid and 0.96 g of carbonyldiimidazole
(CDI) in 10 mL of DMF was stirred for 1 h. Then 1.0 g of 3,4-dichlorobenzylamine was added
and the mixture stirred at room temperature for 1 h. The mixture was diluted with 100 mL of
water. Yellow precipitate of 2-amino-N-(3,4-dichlorobenzyl)-5-nitronicotinamide was formed,

which was filtered and dried under high vacuum to be used in the next step without further

purification.

B. Preparation of a Compound of Formula (4)

[0542] To a suspension of 0.3 g of 2-amino-N-(3,4-dichlorobenzyl)-5-nitronicotinamide in 20

mL of trimethylorthoformate in a Biotage microwave vial was added 1 drop of acetic acid. The
mixture was subjected to microwave irradiation, maintaining an internal reaction temperature
of 200 °C for 30 minutes. The solvent was removed in vacuo to provide crude 3-(3,4-

dichlorobenzyl)-6-nitropyrido[2,3-d]pyrimidin-4( 3H)-one as a light-yellow solid.

C. Preparation of a Compound of Formula (5)

DURGH

[0543] To a solution of 0.5 g of crude 3-(3,4-dichlorobenzyl)-6-nitropyrido[2,3-d]pyrimidin-
4(3H)-one was suspended in 70 mL of MeOH and Raney Nickel was added, followed by 0.35

mL of hydrazine hydrate in small portions. The mixture was heated to 55 °C for 5 min. At that
time 1 mL of acetic acid was added, followed by 0.15 mL of hydrazine and additional 5

minutes of heating, The mixture was decanted and filtered to remove the solids that include

O,N

Raney Nickel. The filtrate was cooled and concentrated in vacuo to a fraction of original
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volume, at which point precipitate formed. It was filtered and dried to provide 6-amino-3-(3,4-
dichlorobenzyl)pyrido[2,3-d]pyrimidin-4(3H)-one as solid, which was used without further

purification.

D. Preparation of a Compound of Formula I

@Tfﬁf@[

[0544] To a solution of 32 mg of 6-amino-3-(3,4-dichlorobenzyl)pyrido[2,3-d]pyrimidin-

4(3H)-one in acetonitrile was added 26 mg of diisopropylethylamine followed by 35 mg of
benzyl chloroformate (CbzCl). The solvent was removed in vacuo and the product isolated by
silica gel chromatography followed by reverse-phase chromatography to provide the compound
of Formula I, benzyl 3-(3,4-dichlorobenzyl)-4-oxo-3,4-dihydropyrido[2,3-d[pyrimidin-6-

ylcarbamate.

MS (ESL, m/z); found 454.5 [M + HJ+.

E. Preparation of a Compound of Formula I

X

[0545] A solution containing acetylglycolic acid (35 mg) and carbonyldiimidazole (0.11

mmol) in 5 mL of dichloroethane was stirred at room temperature for 0.5 hr, then 6-amino-3-
(3.4-dichlorobenzyl)pyrido[2,3-d|pyrimidin-4(3H)-one (30 mg) was added and stirring was
continued at 70 °C for 3 h. The reaction mixture was concentrated and subjected to reverse-
phase chromatography using C(18) column with water and acetonitrile as eluents to afford the
product, 2-(3-(3,4-dichlorobenzyl)-4-o0x0-3,4-dihydropyrido[2,3-d]pyrimidin-6-ylamino)-2-

oxoethyl acetate.

MS (APCI, m/z): found 420.6 [M+H"].

F. Preparation of a Compound of Formula I
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LY

[0546] To a solution of 17 mg of 2-(3-(3,4-dichlorobenzy1)-4-0x0-3,4-dihydropyrido[2,3-

d]pyrimidin-6-ylamino)-2-oxoethyl acetate in 3 mL of methanol was added an aqueous solution H

of KOH (10 mg in 1mL) followed by additional 3 mL of ethanol. After 3 minutes of stirring at

room temperature saturated aqueous solution of Na,CO; was added. The resulting nkLQ was

extracted with CH,Cl,, dried over Na,SQs, and concentrated to provide the product, N-(3-(3,4- O

dichlorobenzyl)-4-oxo-3,4-dihydropyrido[2,3-d]pyrimidin-6-yl)-2-hydroxyacetamide.

MS (ESI, m/z): 379.0 [M+H].

'H NMR (6, MeOH-d;, 400 MHz): 9.03 (s, 1H); 8.82 (s, 1H); 8.22 (s, 1H); 7.39 - 7.10
(m, 3H); 5.05 (s, 2H); and 4.08 (s, 2H).

EXAMPLE 11

Preparation of further compounds of Formula 1

[0547] Following the procedures set out in Examples 4 through 10 above, but optionally

substituting other starting materials as may be determined by inspection of the final compound,

the following compounds of Formula I were prepared:

[0548]  2-(3-(3,4-difluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-
oxoethyl acetate;

[0549] N-(3-(3,4-difluorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0550]  2-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl
acetate;

[0551] N-(3-(4-chlorobenzyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0552] N-(3-(4-chlorobenzyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-

phenoxyacetamide;

[0553]  2-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0xo0-3,4-dihydroquinazolin-6-

ylamino)-2-oxoethyl acetate;
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[0554]  N-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-
yD)-2-hydroxyacetamide;

[0555]  benzyl 3-(3,4-dichlorobenzyl)-2-methyl-4-0x0-3,4-dihydroquinazolin-7-
ylcarbamate;

[0556] benzyl 3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-

ylcarbamate;

[0557]  2-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-ylamino)-

2-oxoethyl acetate;

[0558]  N-(3-(1-(3.4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

[0559] benzyl 3-(3-methoxybenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

[0560]  2-(3-(3-chloro-4-fluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-

oxoethyl acetate;

[0561] benzyl 3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-

6-ylcarbamate;

[0562]  2-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-ox0-3,4-dihydroquinazolin-6-

ylamino)-2-oxoethyl acetate;

[0563] N-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-ox0-3,4-dihydroquinazolin-6-
yI)-2-hydroxyacetamide;

[0564] N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide;

[0565]  2-hydroxy-N-(4-oxo0-3-(3-phenoxyphenyl)-3,4-dihydroquinazolin-6-

ylacetamide;
[0566] N-(3-(3,4-difluorobenzyl)-4-o0x0-3,4-dihydroquinazolin-6-yl)acetamide;

[0567] N-(4-ox0-3-(4-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-

yDacetamide;
[0568] benzyl 3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

[0569]  2-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-

oxoethyl acetate;

[0570] N-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
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[0571]  N-(3-(1-(3.4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0572]  2-0x0-2-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-ylamino)ethyl

acetate;

[0573]  2-(3-(1-(3,4-dichlorophenyl)propyl)-4-ox0-3,4-dihydroquinazolin-6-

ylamino)-2-oxoethyl acetate;

[0574] N-(3-(1-(3.4-dichlorophenyl)propyl)-4-0x0-3 ,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;

[0575] N-(3-benzyl-4-ox0-3,4-dihydroquinazolin-6-y1)-2-hydroxyacetamide;
[0576]  2-hydroxy-N-(4-ox0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-
yDacetamide;

[0577]  2-hydroxy-N-(4-0xo0-3-phenethyl-3,4-dihydroquinazolin-6-yl)acetamide;
[0578]  2-0x0-2-(4-0x0-3-(2-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-
ylamino)ethyl acetate;

[0579] N-(3-(biphenyl-3-ylmethyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0580]  benzyl 3-(1-(3,4-dichlorophenyl)propyl)-4-ox0-3,4-dihydroquinazolin-6-

ylcarbamate;

[0581]  2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-
ylacetamide;

[0582]  benzyl 3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-
ylcarbamate;

[0583]  2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-7-
yl)acetamide;

[0584]  (R)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0x0-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0585]  (S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-

2-hydroxyacetamide;

[0586] (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-oxo-3,4-dihydroquinazolin-7-y1)-
2-hydroxyacetamide;
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[0587]  N-(3-(4-chlorophenethyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

[0588] N-(3-(3-chlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0589] N-(3-(2,4-dichlorophenethyl)-4-ox0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

[0590] benzyl 4-0x0-3-(3-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-

ylcarbamate;

[0591]  2-amino-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-

yl)acetamide;

[0592] N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-3-
hydroxypropanamide;

[0593] (R)-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxy-3-phenylpropanamide;

[0594]  (S)-N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-y1)-2-
hydroxy-3-phenylpropanamide;

[0595]  (S)-N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-y1)-3-
hydroxy-3-phenylpropanamide;

[0596] (R)-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-3-
hydroxy-3-phenylpropanamide;

[0597]  (S)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-
hydroxy-2-phenylacetamide;

[0598] N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide;
[0599]  (S)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0x0-3,4-
dihydroquinazolin-6-yl)-2-hydroxyacetamide;

[0600] (E)-benzyl 3-(4-(2,5-dichlorophenoxy)but-2-enyl)-4-0xo0-3,4-

dihydroquinazolin-6-ylcarbamate;

[0601]  (S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-
2-hydroxyacetamide;
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[0602]  (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-ox0-3,4-dihydroquinazolin-7-y1)-
2-hydroxyacetamide;

[0603] N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2,3-
dihydroxypropanamide;

[0604] N-(3-(3-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide; and

[0605]  2-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-

oxoacetic acid.

REACTION SCHEME II
o X 0
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Compound of Formula |

Step 2-1. Preparation of Compounds Formula (23)

[0606] The compound of formula (23) is made by forming a peptide bond between the amino
group on the commercially available compound of formula (22) and the acid moiety on the
commercially available substituted 4- or 5-carboxy-2-aminobenzoate ester compound of
formula (21). The reaction takes place at room temperature and is typically conducted in a

polar solvent such as dichloromethane in the presence of peptide coupling agents such as O-

ST
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(Benzotriazol-1-y1)-N,N,N' N-tetramethyluronium tetrafluoroborate (TBTU) and may take
from 2 to 24 hours. When the reaction is substantially complete, the product of formula (23) is
1solated by conventional means, for example by organic phase separation using aqueous KOH
followed by removal of the solvent under reduced pressure and drying under high vacuum.

Step 2-2. Preparation of Compounds Formula (24)

[0607] The compound of formula (24) is made by basic hydrolysis of ester in compound of
formula (23). Strong bases such as LiOH or KOH may be used in a polar solvent like methanol
or water or mixture thereof. The product is isolated by acidifying the reaction mixture with
aqueous acid such as acetic acid followed by extraction with organic solvent such as
dichloromethane,

Step 2-3. Preparation of Compounds Formula (26)

[0608] The compound of formula (26) is made by forming a peptide bond between compounds
of formula (24) and (25). The procedure is similar to the one described in Step 2-1.

Step 2-4. Preparation of Compounds Formula I

[0609] The compound of formula (I) is made by cyclization with trimethylorthoformate or
triethylorthoformate and (D)-10-camphorsulfinic acid. The reaction is subjected to microwave
irradiation maintaining an internal reaction temperature of 160 to 200 °C for 20 minutes to an
hour. Once the reaction is complete, the solvent may be removed by vacuum. The compound
of Formula I can them be collected and purified using conventional techniques such as

chromatography.

Alternative Preparation of Compounds of Formula I via Secondary Modification

[0610] The amide group in compound of formula (T) maybe hydrolyzed using acidic conditions
such as aqueous H,SOy to produce carboxylic acid. The resulting carboxylic acid may in turn
be used in peptide coupling reactions (see conditions in Step 2-1) to produce alternative

compounds of Formula I.

EXAMPLE 12
Preparation of a Compound of Formula (23)
A Preparation of a Compound of Formula (23) in which R' = OMe, R®°=H,R’=H, W =
CH, X = CH,CH,.

N

[0611] Commercially available 3-amino-4-(methoxycarbonyl)benzoic acid (1.0 g), TBRTU
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(1.77 g), diisopropylethylamine (1.25 mL), and 2-methoxyethanamine (0.48 mmol) were
dissolved in acetonitrile (20 mL). The mixture was heated to 60 °C for 5 minutes and then
allowed to cool to room temperature. The reaction mixture was diluted with dichloromethane,
washed with aqueous KOH, and aqueous layer was washed with dichloromethane. Combined
organic layers were dried over Na,SO, and concentrated to produce methyl 2-amino-4-(2-

methoxyethylcarbamoyl) benzoate.

B. Preparation of Compounds of Formula (23) varying R! and X.

[0612] Similarly, following the procedure of Example 12A above, but optionally substituting
other methylamine hydrochlorides for the 2-methoxyethanamine, and using the excess of
diisopropylethylamine the following compound was prepared:

methyl 2-amino-4-(methylcarbamoyl)benzoate.

C. Preparation of Compounds of Formula (23) varying R! and X

[0613] Similarly, following the procedure of Example 12A or 12B, but optionally substituting
other methylamine hydrochlorides for the 2-methoxyethanamine, and using the excess of

diisopropylethylamine, other compounds of formula (23) are prepared.

EXAMPLE 13
Preparation of a Compound of Formula (24)

A. Preparation of a Compound of Formula (24) in which R' = OMe, R°=H,R'=H, W =

CH, X= CHchz.
0
. OH
MeO” NH,
0

[0614] Methyl 2-amino-4-(2-methoxyethylcarbamoyl)benzoate (1.12 g) was dissolved in
ethanol (20 mL). The solution of KOH (0.4g) in 2 mL of water and 10 mL of ethanol was
added. The reaction mixture was stirred at 40 °C for 30 min. After that, reaction mixture pH
was adjusted to 3 using acetic acid. The reaction mixture was diluted with water (20 mL) and
extracted with dichloromethane. Organic layer was dried over Na,SO4 and concentrated to

produce 2-amino-4-(2-methoxyethylcarbamoyl)benzoic acid.

B. Preparation of Compounds of Formula (24) varying R' and X,

[0615] Similarly, following the procedure of Example 13A above, but optionally substituting

another compound of formula (23), e.g. methyl 2-amino-4-(methylcarbamoyl)benzoate (made
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according to Example 12, above), for the methyl 2-amino-4-(2-
methoxyethylcarbamoyl)benzoate the following compounds was prepared:

2-amino-4-(methylcarbamoyl)benzoic acid.

C. Preparation of Compounds of Formula (24) varying R' and X

[0616] Similarly, following the procedure of Example 13A, but optionally substituting another
compound of formula (23) for the methyl 2-amino-4-(2-methoxyethylcarbamoyl)benzoate,

other compounds of formula (23) are prepared.

EXAMPLE 14
Preparation of a Compound of Formula (26)
A. Preparation of a Compound of Formula (26) in which R' = OMe, R°=H,R'=H, W=
CH. X = CH,CH, R*= meta-Cl, R’ = para-Cl, R*= H.

~ AL

[0617] 2-Amino-4-(2-methoxyethylcarbamoyl)benzoic acid was coupled with 3,4-

dichlorobenzylamine using conditions described in Example 12. The resulting 2-amino-N-
(3,4-dichlorobenzyl)-N'-(2-methoxyethyl)terephthalamide was purified by recrystallization

from dichloromethane/hexane mixture.

B. Preparation of Compounds of Formula (26) varying R and X,

[0618] Similarly, following the procedure of Example 14A above, but optionally substituting
other compounds of formula (24) for the 2-amino-4-(2-methoxyethylcarbamoyl)benzoic acid
and optionally substituting other amines of formula (25), e.g. 4-chlorobenzylamine, for the 3,4-
dichlorobenzylamine the following compounds were prepared:
2-amino-N'-(3,4-dichlorobenzyl)-N*-methylterephthalamide;
2-amino-N'-(4-chlorobenzy!)-N'-methylterephthalamide.

C. Preparation of Compounds of Formula (26) varying R! and X

[0619] Similarly, following the procedure of Example 14A above, but optionally substituting
other compounds of formula (24) for the 2-amino-4-(2-methoxyethylcarbamoyl)benzoic acid

and optionally substituting other amines of formula (25) for the 3,4-dichlorobenzylamine other

MeO

compounds of formula (26) are prepared.
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EXAMPLE 15
Preparation of a Compound of Formula [
A. Preparation of a Compound of Formula I in which R' = OMe. R®= H,R’=H, W = CH,
X =CH.CH, R*= meta-CL. R*= para-CL.R*= H. R*=H.

O TR

[0620] 2-amino-N'-(3,4-dichlorobenzyl)-N*-(2-methoxyethyl)terephthalamide (0.73 g) was

heated in trimethylorthoformate (20 mL) in a sealed tube in a microwave reactor at 190 °C for
44 min. Volatiles were removed in vacuo and the product 3-(3,4-dichlorobenzyl)-N-(2-
methoxyethyl)-4-0xo0-3,4-dihydroquinazoline-7-carboxamide was recrystallized from ethyl
acetate / hexanes mixture to yield 0.65 g (85%).

MS (ESIL, m/z): 374.1, 376.1 [M-CH;OH+H], 406.0, 408.0 [M+H"].

"H NMR (3, dmso-dg, 400 MHz): 8.75 (br d, 1H); 8.61 (s, 1H); 8.20 (d, 1H); 8.14 (s,

1H); 7.97 (d, 1H); 7.70 (s, 1H); 7.61 (d, 1H); 7.39 (d, 1H); 5.20 (s, 2H); 3.45 - 3.55 (m,

4H); 3.39 (s, 3H).
MeO

B. Preparation of Compounds of Formula I varying R' and X,

[0621] Similarly, following the procedure of Example 15A above, but optionally substituting

other compounds of formula (26) for the 2-amino-N'-(3,4-dichlorobenzyl)-N*-(2-

methoxyethyl)terephthalamide, the following compounds were prepared:
3-(3,4-dichlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide

C. Preparation of Compounds of Formula I varying R' and X

[0622] Similarly, following the procedure of Example 15A above, but optionally substituting
other compounds of formula (26) for the 2-amino-N'-(3,4-dichlorobenzyl)-N*-(2-

methoxyethyl)terephthalamide, other compounds of Formula I are prepared.
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EXAMPLE 16
Alternative Preparation of a Compound of Formula I
A Preparation of a Compound of Formula I in which R' = OH, R®*= H, R’=H, W = CH,
X = CH.CH,CH, R*= meta-Cl. R*= para-Cl. R*=H.R°=H.

SOV

[0623] 3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7-

carboxamide (0.32g) was suspended in 5 mL of 1:1 mixture of concentrated sulfuric acid and
water and heated for 2 h at 80 °C. After that the reaction mixture was poured into 20 mL of
water. 3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxylic acid was filtered off,
washed 2 times with small amounts of water, and dried in the air. The acid was then coupled
with 3-aminopropan-1-ol using peptide coupling method described in Step 2-1 (see Reaction
Scheme II) to produce 3-(3,4-dichlorobenzyl)-N-(3-hydroxypropyl)-4-oxo0-3,4-
dihydroquinazoline-7-carboxamide which was recrystallized from ethyl acetate/hexane

mixture. H O

MS (ESL m/z): 388.0, 390.0 [M-H,0+H'], 406.0, 408.0 [M+H'].

B. Preparation of Compounds of Formula I varying R' and X,

[0624] Similarly, following the procedure of Example 16A above, but optionally substituting
3-(4-chlorobenzyl)-N-methyl-4-ox0-3,4-dihydroquinazoline-7-carboxamide for the 3-(3,4-
dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide, and
optionally substituting other amines for the 3-aminopropan-1-ol, the following compounds
were prepared:
3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-7-
carboxamide;
N,3-bis(3,4-dichlorobenzyl)-4-o0xo0-3,4-dihydroquinazoline-7-carboxamide;
N-benzyl-3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-(4-fluorobenzyl)-4-ox0-3,4-dihydroquinazoline-7-carboxamide;
3-(3,4-dichlorobenzyl)-4-0x0-N-(2-phenoxyethyl)-3,4-dihydroquinazoline-7-
carboxamide;

3-(4-chlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide.
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C. Preparation of Compounds of Formula I varying R! and X

[0625] Similarly, following the procedure of Example 16A above, but optionally substituting
other 4-0xo0-3,4-dihydroquinazoline-7-carboxamide compounds or 4-0x0-3,4-
dihydroquinazoline-6-carboxamide compounds (e.g. certain compounds of Formula I described
herein) for the 3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7-
carboxamide, and optionally substituting other amines for the 3-aminopropan-1-ol, other

compounds of Formula I are prepared.

REACTION SCHEME 111

/w

\J /Y
pe—L ] OH 62 R L .
2 NH,
(31) (33)
I 5 \\I R —
(34) (35)
X
R “NH

2 Q 4
@) A
36 X A
N e a et
XNH NP g N
R

Compound of Formula |

Alternative Preparation of Compounds Formula I via Oxidation of Methyl Group

[0626] Compound of formula (34) maybe synthesized following the steps similar to the ones
outlined in Reaction Scheme 1 (peptide coupling and cyclization, Steps 1-1 and 1-2
respectively). To do so, the starting material of formula (1) of Scheme I is replaced with a
compound in which the nitro group of starting material formula (1) is replaced with a methyl
group, and the remainder of the peptide coupling and cyclization steps (Steps 1-1 and 1-2,
respectively) are carried out accordingly to produce the compound of formula (34). In the
compound of formula (34), it is possible to oxidize the methyl group to produce carboxylic acid
of formula (35), as shown in reaction Scheme 1II. For example, KMnO, can be used as oxidant.

Suitable solvents may include pyridine, or water, or their mixture. Product can be isolated by
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filtration, adjusting of pH, and crystallization of the product, or by organic extraction. The
resulting compound of formula (35) can be coupled with amine (22) as described in Step 2-1 to

produce compounds of Formula I.

EXAMPLE 17
Alternative Preparation of a Compound of Formula I
A. Preparation of a Compound of Formula I in which R' = OH, R°= H, R"=H, W = CH.
X = CH;CH,CH, R*= meta-Cl, R’ = para-Cl, R*'=H,R°=H.

Ho\/\NJ\CEU\
/)

[0627] 3-(3,4-dichlorobenzyl)-6-methylquinazolin-4(3H)-one (5-methyl isomer of compound

(31), Reaction Scheme III) was prepared from commercially available 5-methylanthranilic acid
via a procedure essentially similar to Steps 1-1 and 1-2 (Reaction Scheme I), as described
above. 3-(3,4-dichlorobenzyl)-6-methylquinazolin-4(3H)-one (0.7g) was suspended in 20 mL
of 1:1 mixture of pyridine and water and stirred at room temperature for 18 h. After that the
reaction mixture was filtered, acidified to pH 1, and the resulting 3-(3,4-dichlorobenzyl)-4-oxo-
3,4-dihydroquinazoline-6-carboxylic acid was filtered off and dried in the air. The acid was
then coupled with 3-aminoethan-1-ol using the peptide coupling method described in Step 2-1
to produce 3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-ox0-3,4-dihydroquinazoline-6-
carboxamide.

MS (ESI, m/z): 373.9 [M-HL,O+H], 391.9, 393.8 [M+H].

B. Preparation of Compounds of Formula I varying R' and X,

[0628] Similarly, following the procedure of Example 17A above, but optionally substituting
2-methoxyethanamine for the 3-aminoethan-1-ol the following compound was prepared:
3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-6-

carboxamide.

C. Preparation of Compounds of Formula I varying R! and X

[0629] Similarly, following the procedure of Example 17A above, but optionally substituting
other starting materials, e.g. substituted compounds of formula (31), compounds of formula

(32), and/or compounds of formula (36), other compounds of Formula I are prepared.
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REACTION SCHEME IV

|/> o '/: AT @H:\ T
/@ O
- ok

7 NH,

Alternative Preparation of Compounds Formula (4) via Nitration of Methyl Group

R7
[0630] Referring back to Reaction Schem( 4t11e}0mpound of formula (4) is an intermediate
in the synthesis of Compounds of Formula I. In the case when the starting material oR&mula

(1) containing a nitro group is not commercially availabﬁth compxnd of formula (4) may be
synthesized following the steps outlined in Reaction Schem j\o R3
Step 4-1. Preparation of Compounds of Formula (42)

[0631] Substituted anthranilic acid (41) can be cyclized to produce oxazolidinone (4@@1
heating in formamide. (44 )

Step 4-2. Preparation of Compounds of Formula (43)

[0632] Nitration of compound formula (42) can be accomplished using an appropriate nitration
reagent, such as a mixture of nitric and sulfuric acids, to result in a compound of formula (43).
Step 4-3. Preparation of Compounds of Formula (4)

[0633] The compound of formula (43) can be alkylated with benzyl halide (44) (“Halo” in

Scheme IV can be either chloride, bromide, or iodide) in the presence of base such as lithium
diisopropylamide, sodium hydride, lithium ¢-butoxide, or other, in an appropriate solvent, such

as THF, DMF, dioxane, or toluene, to produce compound of formula (4).

EXAMPLE 18

Preparation of a Compound of Formula (42)

Preparation of a Compound of Formula (42) in which R’ = 5-Me, R’ = H.
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[0634] A suspension of 2-amino-6-methyl benzoic acid (1.0 g) in formamide (10 mL) was
heated 180 °C for 3 h. The solution was cooled and the precipitate was filtered off and washed
with methanol to produce 5-methylquinazolin-4(3H)-one.

MS (ESL m/z): 161.1 [M+H'].

EXAMPLE 19

Preparation of a Compound of Formula (43)

Preparation of a Compound of Formula (43) in which R’ = 5-Me, R’ = H.

P

[0635] To a solution of 5-methylquinazolin-4(3H)-one (860 mg) in concentrated sulfuric acid
(20 mL) at 0 °C was added dropwise fuming nitric acid (950 pL). The reaction was stirred at 0
°C for 1 h. The reaction mixture was neutralized by the addition of saturated sodium carbonate
solution. The aqueous solution was extracted with ethyl acetate (3x150 mL). The combined
organic layers were washed with brine and dried over sodium sulfate. The solution was
concentrated to produce a yellow solid.

MS (ESI, m/z): 206.1 [M+H"].

TLC (1:20 MeOH:DCM) Ry =0.23
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EXAMPLE 20

CHARACTERIZATION OF STEAROYL-CoA DESATURASE INHIBITOR

Materials and Methods

Materials

[0636] [*H]stearoyl CoA and sterculic acid were obtained from PerkinElmer and Planta Piloto

de Quimica Fina, respectively. Commercial sources of other reagents are listed below:

Material Company
[’H]H,O PerkinElmer
Stearoyl CoA Sigma
CoA Sigma
NADH Sigma
Tris, IM Invitrogen
MgCl12 Sigma
BHT Sigma
BSA Sigma
DMSO Sigma
ATP Sigma
96-well plates Corning
Bio-Beads SM-2 Bio-Rad

Preparation of Rat Liver Microsomes

[0637] The rat liver microsomes were collected according to the procedure described in Ozols

(1990) Methods Enzm, 182:225 .

In vivo experiment (Liver perfusion and collection)

[0638] Male Spraque Dawley Rats were placed on regimented fasting protocol for one week to
stimulate SCD enzymatic activity. 48-hour periods were alternated between feeding and
fasting to induce and down-regulate SCD activity with SCD activity being induced via

carbohydrate rich diet prior to liver perfusion and collection.

[0639] The rats were anesthetized with Isoflurane inhalation anesthetic, the liver perfused with
cold phospahte buffered saline (PBS), weighed, and chilled in cold homogenization buffer (250
mM sucrose, 10 mM Tris, | mM EDTA, pH 7.6.
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[0640] The livers were finely minced and placed in homogenization tube. 40 mL of
homogenization buffer was added to the homogenization tube and the liver homogenized.and

centrifuged in a pre-chilled SLA-600 TC at 800G rotor for 10 min at 4°C.

[0641] Following centrifugation, the supernatant was collected and the pellet removed and
discarded. The supernatant was centrifuge at 10,000G for 35 minutes. Following
centrifugation, the supernatant was collect and the pellet discarded. The superatant was then

centrifuged in a pre-chilled 45-Ti rotor at 130,000G (41,000 RPM) for 90 minutes at 4°C. .

In vitro (Microsomal collection)

[0642] The supernatant was then aspirated off and the collected microsomal pellet washed in
25 mL of Glycerol PBS (1X PBS 7.4, 20% Glycerol) and resuspended in 4-5 volumes of
Glycerol PBS.

[0643] The protein concentration of the microsomal preparation was determined by BCA

assay (Pierce) and the microsomes were aliquoted and stored at -80 °C.

Preparation of Hvdrophobic Beads

[0644] Biobeads were ground to a smaller size in a mortar and pestle and resuspended in 3.6%

TCA. The beads were then filtered through 300 uM mesh.

Stock Solutions

[0645] Stock solutions and their storage conditions are listed below:

Solution Storage condition
20 mg/ml Stearoyl CoA -80°C

2.8 mCi/ml [*H]Stearoyl CoA -80°C

CoA freshly prepared
Sterculic acid freshly prepared
0.2M NADH -80 °C

1 M Tris,pH 7.2 room temperature
1 M MgClI2 room temperature
100 mM ATP -20°C

10% BSA 4°C

10-20 mg/ml microsome -80°C
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The SCD Assay Buffer

[0646] SCD was determined in the desaturase assay buffer. This assay buffer contained 0.1 M
Tris buffer, pH 7.2, 2 mM NADH, 4.8 mM ATP, 0.5 mM CoA, 4.8 mM MgCI2, and 0.1%
BSA,

The Procedure for the SCD Assay (Adapted from Talamo and Bloch (1969) Analytical
Biochemistry 29:300-304)

[0647] 1ul of each compound of Formula I was added to an assay plate by a low volume (0.5-
10pL) multichannel pipette. A DMSO control was also prepared. The microsomes were
quickly thawed and added to assay buffer so that a concentration of 0.4mg/ml was achieved
(0.2mg/ml assay final). 50ul of the microsome suspension in assay buffer was then added into
each well in the compound assay plate, the plate was covered, and the microsomes
preincubated with the compounds for 30 minutes on the orbital shaker, 50-75rpm, at room

temperature.

[0648] After preincubation, the reaction was initiated by the addition of 50 pl of substrate
solution (20pM Stearoyl CoA, [3H]Stearoyl CoA, 74nCi) to the preincubated
microsomes/compound suspensions in MilliQ (Millipore) H,O. The reaction mixtures were

then incubated for 45 minutes on the orbital shaker at 50-75 rpm at room temperature.

[0649] The reaction was terminated by the addition of 10 ul of 21% trichloroacetic acid (TCA)
to the reaction mixture followed incubation on the orbital shaker for 30 minutes at 50-75 rpm at

room temperature followed by centrifugation for 5 minutes at 3700 rpm.

[0650] 50ul of a 6% Bio-Bead suspension in H,O was added to the reaction mixture and the
assay plate was sealed. The Bio-Bead mixture was incubated on the orbital shaker for 1 hour,
100-150 rpm at room temperature, and then the mixture was centrifuged at 2000g for 5 minutes

to pellet the Bio-Beads.

[0651] 25ul of the supernatant was harvested from each well and transferred to a detection
plate. 100pl of OptiPhase SuperMix scinitillation cocktail (containing sufficient NaOH to
neutralize the TCA) was added and the solutions mixed by vigorous shaking (300-400rpm) for
5 minutes at room temperature. The radioactivity was counted in a MicroBeta scintillation
counter in order to determine the activity and ICs, values for the compounds of Formula 1.
Table 1 presents the ICsq data for a number of compounds of the invention for which the ICs as

determined in the above assay was less than 30 uM.

_85.-



WO 2010/056230 PCT/US2008/079975

Table 1
NUMBER NAME Ca
uM
I N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 0.16
) hydroquinazolin-6-y1)} (phenylmethoxy)carboxamide )
1 N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3- 541
) hydroquinazolin-6-y1)} -3-phenylpropanamide )
1 N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3- 53]
' hydroquinazolin-6-yl}hexanamide '
v N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 3.59
) hydroquinazolin-6-y1)} (pentylamino)carboxamide )
v N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 318
' hydroquinazolin-6-yl)}[benzylamino]carboxamide '
VI N-{3-[(3,4-dichlorophenyl)methyl]-2-methyl-4-0x0(3- 20
’ hydroquinazolin-6-y1)} (phenylmethoxy)carboxamide
VI N-{3-[(3,4-dichlorophenyl)methy!]-4-ox0(3- 79
) hydroquinazolin-6-y1)}(2-methylpropoxy)carboxamide )
VIII N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6- 0.19
) yD)} (phenylmethoxy)carboxamide )
X N-{3-[(3.,4-dichlorophenyl)methyl]-4-0x0(3- 14
) hydroquinazolin-6-yl)} (methylethoxy)carboxamide
X N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 15
' hydroquinazolin-6-yl)} prop-2-enyloxycarboxamide )
I N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3- 27
) hydroquinazolin-6-yl)}(4-methylphenoxy)carboxamide )
XII N-{3-[(3,4-dichlorophenyl)methy!]-4-ox0(3- 13
) hydroquinazolin-6-y1) } (4-fluorophenoxy)carboxamide
XIII N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 47
' hydroquinazolin-6-y1) }methoxycarboxamide )
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-
XIv. . 25.7
y1)}prop-2-enyloxycarboxamide
XV N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 0.22
) hydroquinazolin-6-y1) }-2-phenoxyacetamide '
VI N-{3-[2-(4-chlorophenyl)ethyl]-4-0x0(3-hydroquinazolin-6- 0.47
) v1)} (phenylmethoxy)carboxamide )
XVII N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 208
) hydroquinazolin-6-yl)}-2-(4-methoxyphenoxy)acetamide ’
XVII N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 210
) hydroquinazolin-6-y1)} -2-(4-fluorophenoxy)acetamide )
NIX 2-(acetylamino)-N-{3-[(3,4-dichlorophenyl)methyl]-4- 1.7
' 0x0(3-hydroquinazolin-6-yl)}acetamide '
XX N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 292
' hydroquinazolin-6-y1)}-2-(3,5-dimethylphenoxy)acetamide '
XX N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3- 3.45
) hydroquinazolin-6-yl)} -2-(2,6-dimethylphenoxyjacetamide )
XX N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 57
) hydroquinazolin-6-y1)}-2-(4-methylphenoxy Jacetamide )
XXIII N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 0.17
) hydroquinazolin-6-y1)} (3-pyridylmethoxy)carboxamide )
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NUMBER NAME ICs
uM
N-{3-[(4-fluorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-
XXIV. . 0.30
yD)} (phenylmethoxy)carboxamide
KXV N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3- 078
) hydroquinazolin-6-yl)}-2-(2-methoxyphenoxy)acetamide )
XXV N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 3.60
" | hydroquinazolin-6-y1)}-2-(2-fluorophenoxy)acetamide )
XXVIL N- {3—[(3‘,4-dichlorophenyl)methyl]—4—0x0(3- ‘ 201
hydroquinazolin-6-y1)}-2-(3-fluorophenoxy)acetamide
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
XXVIIL hydroquinazolin-6-yl)}-2-(2,4-difluorophenoxy)acetamide 343
XXX N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3- 1.98
) hydroquinazolin-6-y1)}-2-(2-chlorophenoxy)acetamide )
XXX N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 378
) hydroquinazolin-6-y1)} -2-(2,3-dichlorophenoxy)acetamide )
XXX N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 15.0
" | hydroquinazolin-6-y1)}-2-(2-nitrophenoxy)acetamide )
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
AXXIL hydroquinazolin-6-y1)}-2-(2-naphthyloxy)acetamide 285
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
AXXIL hydroquinazolin-6-yl)}-3-phenoxypropanamide 6.8%
XXXV N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3- 21
" | hydroquinazolin-6-y1)}-2-(2-chlorophenoxy )propanamide '
2-benzo[c]1,2,5-thiadiazol-4-yloxy-N-{3-[(3,4-
XXXV. | dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6- 21
yl)}acetamide
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
XXXVL, hydroquinazolin-6-y1)}-2-(3-pyridyloxy)acetamide 3.1
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-
XXXVIL | 11 ) (4-pyridylthio)acetamide 73
XXXVIIL N-{3- [(4—br0mopheny1.)methyl] -4-0x0(3-hydroquinazolin-6- 15
yD)}-2-phenoxyacetamide
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-
XXXIX, hydroquinazolin-6-y1) }-2-phenoxyacetamide 6.1
<L N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3- 9.5
' hydroquinazolin-6-yl)}-2-phenoxvyacetamide '
XLI N-[3-(benzo[b]thiophen-6-ylmethyl)-4-oxo(3- N
' hydroquinazolin-6-y1)]-2-phenoxyacetamide
XLI N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3- 217
) hydroquinazolin-6-yl)} -4-oxo-4-phenylbutanamide )
XLII N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6- 6.4
' yD)}-2-(3-fluorophenoxy)acetamide '
N-{3-[(4-chlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-
XLIV. . 1.6
y1)}-2-phenoxyacetamide
XLV N-[3-(benzo[b]thiophen-5-ylmethyl)-4-0x0(3- 0.86
) hydroquinazolin-6-yl)](phenylmethoxy)carboxamide )
XLVI N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3- 0.45
' hydroquinazolin-6-y1)} (phenylmethoxy )carboxamide '
XLVIT (N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3- 0.10
" | hydroquinazolin-6-yl}carbamoyl)methyl acetate )
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NUMBER NAME ICa
uM
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-
ALVIIL y1)} (phenylmethoxy)carboxamide 0.09
XLIX N-{3-[(4-chlorophenyl)methyl]-4-oxo(3-hydroquinazolin-7- 235
' y1)}-2-(3-pyridyloxy)acetamide )
N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3-
L 1.44
) hydroquinazolin-7-y1)}-2-(2-methoxyphenoxy)acetamide )
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LI 1.45
' hydroquinazolin-7-y1)}-2-(3-pyridyloxy)acetamide '
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
LII 0.05
' hydroquinazolin-7-yl)} (phenylmethoxy)carboxamide ’
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3-
LITI 1.69
' hydroquinazolin-7-y1)}-2-phenoxyacetamide '
N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3-
LIV 2.56
) hydroquinazolin-6-yl)}-2-(4-pyridylthio)acetamide )
N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3-
LV . . . 5.42
' hydroquinazolin-6-yl)}-2-pyrimidin-2-ylthioacetamide )
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LVI 2.81
' hydroquinazolin-6-y1)} -2-(4-chlorophenylthio)acetamide )
LVII N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6- 2.0
) y1)}[5-(imidazolylmethyl)(2-furyl)]carboxamide )
N-{3-[(3-chlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-
LVIII 0.25
' y1)} (phenylmethoxy)carboxamide '
N-{3-[(3-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-
LIX . . 0.28
) yD} 3-pyridylmethoxy)carboxamide )
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LX, 6.6

hydroquinazolin-6-y1)}-2-(phenylmethylthio)acetamide

N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LXI. hydroquinazolin-7-y1)}[(2- 0.70
methoxyphenyl)methoxy|carboxamide

N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3-

LXIL hydroquinazolin-6-y1)}-2-hydroxyacetamide 0.23
LXIII N-{ 3—[(3,4-dichlorophenyl)methyl] -4-0xo0(3- ‘ 0.44
' hydroquinazolin-6-y1)} (2-furylmethoxy)carboxamide '
LXIV (N- {3—[(3,4—di;hlorophenyl)methyl]-4-0x0—3— 0.18
) hydroquinazolin-7-yl}carbamoyl)methyl acetate )
LXV (N-{3-[(3-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin- 271
' 7-yl}carbamoyl)methyl acetate '
LXVI (N-{3-[(4-chlorophenylymethyl]-4-0x0-3-hydroquinazolin- 164
) 7-yl}carbamoyl)methyl acetate )
LXVII N-{3-[(3 ,4-dichlorophenyl)methyl] -4-0x0(3- . 0.8
" | hydroquinazolin-7-y1)}(2-methoxyethoxy)carboxamide '
LXVIIL N-{3-[(3 —chlorophenyl.)methyl] -4-0x0(3-hydroquinazolin-7- 260
y1)}-2-hydroxyacetamide
LXIX N-{3-[(3-fluorophenyl)methyl]-4-0xo0(3-hydroquinazolin-7- 0.84
' y1)} (phenylmethoxy)carboxamide '
LXX N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3- 3.0
) hydroquinazolin-6-y1)} (4-chlorophenoxy)carboxamide )
XX N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3- 438

hydroquinazolin-6-y1)}(2-phenylethoxy)carboxamide
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NUMBER NAME ICa
uM
(N-{3-[(3-fluorophenyl)methyl]-4-o0x0-3-hydroquinazolin-
LXXIL 7-yl}carbamoyl)methyl acetate 029
N-{3-[(3-chloro-4-fluorophenyl)ymethyl]-4-oxo(3-
LXXIIL hydroquinazolin-7-y1)} (phenylmethoxy)carboxamide 029
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo0(3-
LXXIV. hydroquinazolin-7-y1)} (3-pyridylmethoxy)carboxamide 0.12
(N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-0x0-3-
LXXV. hydroquinazolin-7-y1}carbamoyl)methyl acetate 109
N-{3-[(3-fluorophenyl)methyl]-4-ox0(3-hydroquinazolin-7-
LXXVL | 1 (3-pyridylmethoxy Jearboxamide 1.34
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-
LXXVIL hydroquinazolin-7-y1)} (3-pyridylmethoxy)carboxamide 025
(N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-
LXXVIIL hydroquinazolin-7-yl} carbamoyl)methyl acetate 102
LXXIX, N-{3-[(3,4-dichlorophenyl)methy!]-4-0x0(3- 100

hydroquinazolin-6-y1)} (4-pyridylmethoxy)carboxamide

N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LXXX. [ hydroquinazolin-6-y1)}[(3- 0.67
cyanophenyl)methoxy]carboxamide

N-{3-[(4-chlorophenyl)methyl]-4-ox0(3-hydroquinazolin-7-

LXXXI, y1)}-2-hydroxyacetamide 312
XXX N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-

L 11, hydroquinazolin-7-yl)}-2-hydroxyacetamide 035

LXXXIIL N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0xo0(3- 021

hydroquinazolin-7-y1)} (phenylmethoxy)carboxamide

N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
LXXXIV | hydroquinazolin-6-yl)} {2- 11.0
[methylbenzylamino]ethoxy }carboxamide

N-{3-[(3.,4-dichlorophenyl)methyl]-4-0x0(3-

L V. hydroquinazolin-6-y1)} (cyclopropylmethoxy)carboxamide

2.97

(N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0-3-
LXXXVI,| hydroquinazolin-6-yl}carbamoyl)methyl 2- 0.36
(dimethylamino)acetate

N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-0x0(3-

L VI hydroquinazolin-7-yl)}-2-hydroxyacetamide 232
XX ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo-3-

L v hydroquinazolin-6-yl1} carbamoyloxy)acetate 223

LXXXIX, N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3- 078

hydroquinazolin-6-y1)} (2-pyridylmethoxy)carboxamide

(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-
XC. hydroquinazolin-7-yl}carbamoyl)methyl 2- 0.31
(dimethylamino)acetate

ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-

XCL hydroquinazolin-7-y1} carbamoyloxy)acetate

3.77

N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
XCIL hydroquinazolin-6-yl)}[2-(2- 11.7
methoxyethoxy)ethoxy]carboxamide

N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-
XCIII. hydroquinazolin-6-y1)} [(2- 6.20
methoxyethyl)amino]carboxamide
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NUMBER NAME ICs
uM
XCIV [N-(4-0x0-3-{[3-(trifluoromethyl)phenyl]methyl}-3- 170
' hydroquinazolin-6-yl)carbamoylJmethyl acetate '
2-hydroxy-N-(4-0x0-3-{[3-
XCV. (trifluoromethyl)phenyl]methyl} (3-hydroquinazolin-6- 1.38
yl))acetamide
XCVI [N-(4-0x0-3-{[4-(trifluoromethyl)phenyljmethyl}-3- 274
' hydroquinazolin-6-yl)carbamoylJmethyl acetate '
2-hydroxy-N-(4-0x0-3-{[4-
XCVIL | (trifluoromethyl)phenylmethyl}(3-hydroquinazolin-6- 3.16
yl))acetamide
(N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-ox0-3-
XCVIIL hydroquinazolin-6-yl}carbamoyl)methyl acetate 1.32
XCIX N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3- 116
" | hydroquinazolin-6-y1)}-2-hydroxyacetamide )
C (N-{3-[(4-methoxyphenyl)methyl]-4-0x0-3- 3.50
) hydroquinazolin-6-yl}carbamoyl)methyl acetate )
CI 2-hydroxy-N-{3-[(4-methoxyphenyl)methyl]-4-0x0(3- 222
' hydroquinazolin-6-y1)}acetamide )
Cll (N-{3-[(3,4-difluorophenyl)methyl]-4-0x0-3- 7 64
) hydroquinazolin-7-yl} carbamoyl)methyl acetate )
CIII N-{3-[(3,4-difluorophenyl)methyl]-4-oxo(3- 439
) hydroquinazolin-7-yl) }-2-hydroxyacetamide )

EXAMPLE 21

CHARACTERIZATION OF STEAROYL-CoA DESATURASE INHIBITOR

The procedures of Example 20 were followed to in order to determine the activity and

ICsp values for example compounds of Formula 1. Table 2 presents the ICso data for a number

of compounds of the invention for which the ICs, as determined in the above assay was less

than 30 uM.
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TABLE 2
IC5
NUMBER NAME
uM
| 2-(3-(3,4-difluorobenzyl)-4-o0xo0-3,4-dihydroquinazolin-6-ylamino )-2-oxoethyl 1
) acetate )
N-(3-(3,4-difluorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-

2. . 2.4
hydroxyacetamide

3 2-(3-(4-chlorobenzyl)-4-o0xo0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl 0.94

) acetate '
N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-2-

4, . 1.2
hydroxyacetamide

5 N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2- 2

' phenoxyacetamide
2-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-

6. . 0.13
ylamino)-2-oxoethyl acetate
N-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-

7. . 0.19
2-hydroxyacetamide

% benzyl 3-(3,4-dichlorobenzyl)-2-methyl-4-0x0-3,4-dihydroquinazolin-7- 12

' ylcarbamate '

9 benzyl 3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7- 0.29

' ylcarbamate '
10 2-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-ylamino)-2- 013
' oxoethyl acetate )
N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-

11. ) 0.17
hydroxyacetamide

12. benzyl 3-(3-methoxybenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate 14

3 2-(3-(3-chloro-4-fluorobenzyl)-4-0xo0-3,4-dihydroquinazolin-6-ylamino)-2- 17

' oxoethyl acetate )
14 benzyl 3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6- 031
' ylcarbamate '

2-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-oxo0-3,4-dihydroquinazolin-6-

15. . 0.7
ylamino)-2-oxoethyl acetate
N-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-

16. . 0.92
2-hydroxyacetamide

17. N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide 3.9

18. N-(3-(3.4-difluorobenzyl)-4-0xo-3,4-dihydroquinazolin-6-yl)acetamide 26

19. N-(4-0x0-3-(4-(trifluoromethyDbenzyl)-3,4-dihydroquinazolin-6-yl)acetamide 28

20. benzyl 3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate 0.23

’1 2-(3-(3,4-dimethylbenzyl)-4-oxo0-3,4-dihydroquinazolin-6-ylamino)-2- 047

' oxoethyl acetate )
N-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

22. . 0.28
hydroxyacetamide
N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

23. . 0.21
hydroxyacetamide

24 2-0x0-2-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-ylamino)ethyl 13

' acetate )

25 2-(3-(1-(3,4-dichlorophenyl)propyl)-4-oxo0-3,4-dihydroquinazolin-6-ylamino)- 0.5

' 2-oxoethyl acetate )
2% N-(3-(1-(3,4-dichlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2- 33
' hydroxyacetamide )

-91 -



WO 2010/056230 PCT/US2008/079975

NUMBER NAME ICs
M
2-hydroxy-N-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-

27. . 4.5
ylDacetamide

23 2-0x0-2-(4-0x0-3-(2-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6- 15

' ylamino)ethyl acetate ]
N-(3-(biphenyl-3-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

29. . 3.9
hydroxyacetamide

30 benzyl 3-(1-(3,4-dichlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6- 14

' ylcarbamate '

31 2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-o0x0-3,4-dihydroquinazolin-6- 034

' yl)acetamide '
32. benzyl 3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate | 0.72
3 2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-7- 28
' yl)acetamide )
34 (R)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-ox0-3,4- 048
' dihydroguinazolin-6-y1)-2-hydroxyacetamide )
(8)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-oxo0-3,4-dihydroquinazolin-7-y1)-2-

35. . 1.8
hydroxyacetamide

36 (R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2- 0.058

' hydroxyacetamide ]
N-(3-(4-chlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

37. . 0.02
hydroxyacetamide
N-(3-(3-chlorophenethyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-

38. . 5.8
hydroxyacetamide
N-(3-(2,4-dichlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2-

39. ) 49
hydroxyacetamide

40 benzyl 4-0x0-3-(3-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6- L4

' ylcarbamate )
benzyl 4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-

41. . : . 0.069
dihydroquinazolin-6-ylcarbamate
N-(3-(2-(2,5-dichlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

42, . 0.29
hydroxyacetamide
N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-

43. . 0.055
hydroxyacetamide
benzyl 3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-

44, 0.055
ylcarbamate
2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-

45. . . . . 0.12
dihydroquinazolin-6-yl)acetamide
benzyl 3-(3-(2-fluorophenoxy)propyl)-4-0xo0-3,4-dihydroquinazolin-6-

46. 0.49
ylcarbamate

47 2-(3-(3-(2-fluorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-2- 0.8

' oxoethyl acetate )
N-(3-(3-(2-fluorophenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-7-yl)-2-

438. . 11
hydroxyacetamide
benzyl 3-(3-(2-cyanophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-

49, 0.48
ylcarbamate

50 benzyl 3-(3-(2,5-dichlorophenoxy )propyl)-4-o0xo-3,4-dihydroquinazolin-7- 0.45

' ylcarbamate )
N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-

51. . 0.086
hydroxyacetamide

52. benzyl 4-0x0-3-(3-(o-tolyloxy)propyl)-3,4-dihydroquinazolin-6-ylcarbamate 0.044
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NUMBER NAME ICs
M
53 2-hydroxy-N-(4-0x0-3-(3-(o-tolyloxy)propy!)-3,4-dihydroquinazolin-6- 01
' ylDacetamide )
54 benzyl 3-(4-(2,5-dichlorophenoxy)butyl)-4-oxo-3,4-dihydroquinazolin-6- 0.15
" | ylcarbamate '
N-(3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

55. ) 0.24
hydroxyacetamide
N-(3-(3-(2-chlorophenyl)propyl)-4-0xo-3,4-dihydroquinazolin-6-y1)-2-

56. . 0.43
hydroxyacetamide

57 benzyl 3-(2-(2-chlorophenoxy)ethy1)-4-0x0-3,4-dihydroquinazolin-6- 013

' ylcarbamate '
N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-

58. . 0.34
hydroxyacetamide
benzyl 3-(3-(2-chlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-

59. 0.045
ylcarbamate
N-(3-(3-(2-chlorophenoxy)propyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-

60. . 0.45
hydroxyacetamide
N-(3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-o0x0-3,4-dihydroquinazolin-

61. : 0.49
6-y1)-2-hydroxyacetamide
benzyl 3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-0x0-3,4-

62. . . . 0.62
dihydroquinazolin-6-ylcarbamate
N-(3-(2-(2-chlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-

63. . 49
hydroxyacetamide

64 N-(3-(5-(2,5-dichlorophenoxy)pentyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2- 13

' hydroxyacetamide ]
N-(3-(3-(2,3-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-

05. . 0.64
hydroxyacetamide

66 N-(3-(3-(2-chloro-5-(trifluoromethyl)phenoxy)propyl)-4-oxo-3,4- 1

' dihydroquinazolin-6-y1)-2-hydroxyacetamide
2,5-dichloro-N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-

67. . 21
yl)ethyl)benzamide

63 2-hydroxy-N-(4-0x0-3-(3-phenoxypropyl)-3,4-dihydroquinazolin-6- 23

' yl)acetamide
N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-yl)ethyl)-2-

69. . : 5.2
(trifluoromethyl)benzamide
N-(3-(3-(4-chlorophenoxy)propyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-

70. . 3.1
hydroxyacetamide
N-(3-(2-(2,5-dichlorophenylsulfonamido)ethyl)-4-oxo0-3,4-dihydroquinazolin-

71. : 15
6-y1)-2-hydroxyacetamide

7 N-(3-(3-(2,5-dichlorophenylsulfonamido)propyl)-4-oxo-3,4- 71

' dihydroguinazolin-6-y1)-2-hydroxyacetamide
2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenylsul fonamido)propyl)-3,4-

73. . . . . 14
dihydroquinazolin-6-yl)acetamide

74 N-(3-(2-(4-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2- 17

' hydroxyacetamide
N-(3-(2-(3-chlorophenoxy)ethyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-

75. . 1.5
hydroxyacetamide

76 2-hydroxy-N-(3-(2-hydroxy-3-(o-tolyloxy )propyl)-4-oxo0-3,4- 4

' dihydroquinazolin-6-yl)acetamide
77 benzyl 3-(3,4-dichlorobenzyl)-4-0xo0-3,4-dihydropyrido[2,3-d]pyrimidin-6- 036
' ylcarbamate '
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NUMBER NAME ICs
M
N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydropyrido[ 2,3-d Jpyrimidin-6-y1)-2-
78. . 0.18
hydroxyacetamide
N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydropyrido[2,3-d |pyrimidin-6-y1)-2-
79. . 1.7
hydroxyacetamide
benzyl 3-(4-chlorobenzyl)-4-ox0-3,4-dihydropyrido[2,3-d]pyrimidin-6-
80. 0.078
ylcarbamate
81 3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-6- 27
' carboxamide i
22 3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-6- L5
' carboxamide ’
83 3-(3,4-dichlorobenzy!l)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-7- 0.58
' carboxamide '
%4 3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-oxo0-3,4-dihydroquinazoline-7- 0.63
' carboxamide '
N-benzyl-3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-
8S. . 0.95
carboxamide
%6 3-(3,4-dichlorobenzyl)-N-(3-hydroxypropyl)-4-oxo-3,4-dihydroquinazoline-7- 77
' carboxamide )
%7 3-(3,4-dichlorobenzyl)-4-0x0-N-(2-phenoxyethyl)-3,4-dihydroquinazoline-7- 17
' carboxamide '
%8 3-(3,4-dichlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7- L5
' carboxamide '
89. 3-(4-chlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide 7.5
90 3-(4-chlorobenzyl)-N-(4-fluorobenzyl)-4-0x0-3,4-dihydroquinazoline-7- 0.89
' carboxamide '
91. N,3-bis(3,4-dichlorobenzyl)-4-oxo-3,4-dihydroquinazoline-7-carboxamide 1.7
) 3-(4-chlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-7- 1
' carboxamide
93 3-(4-chlorobenzyl)-N-(2-methoxyethyl)-4-oxo0-3,4-dihydroquinazoline-7- 31
' carboxamide )
94 2-amino-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6- 13
' yl)acetamide '
N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-3-
95. : 12
hydroxypropanamide
9% (R)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-2-hydroxy- 3.9
' 3-phenylpropanamide '
97 (S)-N-(3-(3,4-dichlorobenzyl)-4-o0xo0-3,4-dihydroquinazolin-6-yl)-2-hydroxy- 438
' 3-phenylpropanamide )
93 (S)-N-(3-(3,4-dichlorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-yl)-3-hydroxy- 18
' 3-phenylpropanamide '
99 (R)-N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-y1)-3-hydroxy- 17
' 3-phenylpropanamide )
(S)-N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-yl)-2-hydroxy-
100. . 23
2-phenylacetamide
101. N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide 3.9
102 (S)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0xo0-3,4- 0.48
) dihydroquinazolin-6-y1)-2-hydroxyacetamide )
(E)-benzyl 3-(4-(2,5-dichlorophenoxy)but-2-enyl)-4-0x0-3,4-
103. . . . 0.38
dihydroguinazolin-6-ylcarbamate
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NUMBER NAME ICs
M
(S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-ox0-3,4-dihydroquinazolin-7-y1)-2-

104. . 1.8
hydroxyacetamide
(R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-

105. . 0.058
hydroxyacetamide
N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2,3-

106. . ; 3.9
dihydroxypropanamide
2-(3-(3,4-dichlorobenzyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-2-

107. . 0.89
oxoacetic acid
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We Claim:
L. A compound having the structure of Formula I:
0
R7
\ AN X
X
N
R’ \QT
w N
R6
Formula I
wherein

R' is hydrogen, Cy.i5 alkyl, C,.i5 alkenyl, C,.5 alkynyl, mono or bicyclic heterocyclyl,
mono or bicyclic aryl, or mono or bicyclic heteroaryl,

wherein the alkyl, alkenyl, alkynyl, aryl, heterocyclyl or heteroaryl moiety is optionally
substituted with from 1 to 3 substituents independently selected from the group
consisting of alkyl, heterocyclyl, aryl, heteroaryl, halo, NO,, CF;, CN, ORZO,
SR N(R™),, S(O)R%, SO,R™, SON(R™),, S(O):RY, P(O)ORY),,
SO,NR*COR%, SO,NR*CO,R*, SO,NR*CON(R*"),, NR®COR*,
NR*CO,R*, NR®CON(R™),, NR**C(NR*)NHR*, COR™, CO,R™,
CON(R™),, CONR¥SO,R%, NR¥S0,R%, SO,NR¥*CO,R*, OCONR*SO,R*,
OC(0)R”™, C(O)OCH,0C(O)R™, and OCON(R™®),, and

further wherein each optional alkyl, heteroaryl, aryl, and heterocyclyl substituent is
further optionally substituted with halo, NO,, alkyl, CF3, amino, mono- or di-
alkylamino, alkyl or aryl or heteroaryl amide, NR*’COR*, NR**SO,R™,
COR?, CO,R™, CON(R*),, NR®*CON(R™),, OC(O)R™, OC(O)N(R™),,
S(0);R*, P(O)OR™),, SR*, S(0)R*, SO,R*, SO,N(R™),, CN, or OR™,

R% R’, and R* are independently hydrogen, Cy. alkyl, Co alkenyl, Cy.6 alkynyl, mono
or bicyclic heterocyclyl, mono or bicyclic aryl, mono or bicyclic heteroaryl,
hydroxy, halo, NO,, CF;, CN, OR*, SR®, N(R*),, S(O)R*, SO,R*,
SO,N(R™),, S(O)R*, P(O)(OR™),, SO,NR*COR*, SO,NR*CO,R*,
SO,NR*CON(R™),, NR*COR*, NR*CO,R*”, NR*CON(R™),,
NR¥C(NR*)NHR”, COR™, CO,R*, CON(R™),, CONR*SO,R*,
NR¥SO,R%, SO,NR*CO,R*, OCONR¥SO,R*, OC(O)R”,
C(0)OCH,0C(O)R™, OCON(R™),,

wherein the alkyl, alkenyl, alkynyl, aryl, heterocyclyl, or heteroaryl moieties are
optionally substituted with from 1 to 3 substituents independently selected

from the group consisting of halo, alkyl, NO,, heterocyclyl, aryl, heteroaryl,
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CFs, CN, OR™, SR® N(R™),, S(O)R*, SO.R*™, SO.N(R™),, S(O):R™,
P(0)(OR*),, SO,NR*COR*, SO,NR*CO,R*, SO,NR*CON(R*),,
NR*COR*, NR*CO,R*, NR*CON(R™),, NR**C(NR*)NHR*, COR™,
COR™, CON(R™),, CONR*SO,R*, NR*SO,R*, SO,NR®CO,R*,
OCONR™SO,R*, OC(O)R*, C(OYOCH,OC(O)R*, and OCON(R™); or

R” and R’ may join together with the phenyl group to which they are attached to form a
heteroaryl bicyclic group or a bicyclic aryl group;

R*is hydrogen, substituted alkyl, N(RZO)Z, NR®COR*, NR®CO,R%, or
NR*CON(R™),;

R®and R’ are independently hydrogen or Cy4 alkyl, halo, amino, or CFs;

R® is hydrogen, C, 4 alkyl, alkenyl, alkynyl, aryl, heterocyclyl, heteroaryl, COR™, or
CONR™),,
wherein the alkyl, alkenyl, alkynyl, aryl, heterocyclyl and heteroaryl moiety is

optionally substituted with from 1 to 3 substituents independently
selected from the group consisting of halo, alkyl, NO,, heterocyclyl,
aryl, heteroaryl, CFs, CN, OR® SR*, N(Rm)g, S(O)RZZ, SO,R%,
SO,N(R™),, COR™, CO,R™, CON(R™),, CONR*™SO,R™, or
NR*SO,R*;

Q is -C(O)-NH-, -NH-C(0O)-, or -NH-C(0)-C(O)-;

W is -CH- or -N-;

X is a covalent bond or —-Lk-Lh—, wherein Lk is a covalent bond or optionally
substituted linear or branched C,4 alkylene and Lh is selected from a covalent
bond, -O-, -S-, or -NR”- wherein R” is hydrogen or Cy_¢ lower alkyl, provided
that Lk and Lh are not both covalent bond;

Y is a covalent bond or —-Lk’-Lh’—, wherein Lk’ is a covalent bond or optionally
substituted linear or branched C, alkylene and Lh’ is selected from a covalent
bond, -O-, -S-, -NR"-, -NR”-C(0)-, or -NR”-S(O),- wherein R” is hydrogen or
Ci6 lower alkyl, provided that Lk’ and Lh” are not both covalent bond; and

R* and R* are independently selected from the group consisting of hydrogen, Cy.i;
alkyl, Cy 5 alkenyl, C, 15 alkynyl, heterocyclyl, aryl, and heteroaryl,
wherein the alkyl, alkenyl, alkynyl, heterocyclyl, aryl, and heteroaryl moieties

are optionally substituted with from 1 to 3 substituents independently
selected from halo, alkyl, mono- or dialkylamino, alkyl or aryl or

heteroaryl amide, CN, O-Cys alkyl, CF;, aryl, and heteroaryl.

2. The compound of claim 1, wherein
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R is hydrogen, mono or bicyclic aryl, mono or bicyclic heteroaryl, C1.s alkyl, or Cy
alkenyl,

wherein the aryl, heteroaryl, alkyl, or alkenyl moiety may be optionally substituted
with halo, hydroxy, oxo, amino, acyloxy, acylamino, alkoxy, mono or bicyclic
cycloalkyl, mono or bicyclic heterocyclyl, mono or bicyclic aryl, or mono or
bicyclic heteroaryl, and

futher wherein the amino, acyloxy, acylamino, alkoxy, cycloalkyl, heterocyclyl, aryl, or
heteroaryl substituent may be further substituted with halo, hydroxy, oxo, nitro,
cyano, amino, C,3 alkoxy, or Cy.5 alkyl optionally substituted with halo,
hydroxy, methoxy, oxo, nitro, cyano, phenyl, or amino;

R% R’, and R* are hydrogen; hydroxyl; halo; C,.s alkyl optionally substituted with halo
or hydroxyl; or alkoxy optionally substituted with halo or hydroxyl; or

R* and R’ may join along with the phenyl group to which they are attached to form a
heteroaryl bicyclic group; and

R’ is hydrogen or methyl.
3. The compound of claim 1, wherein the compound has the structure of Formula Ia:
H 2
0 )\
N RS R
R4
Formula la
4. The compound of claim 1, wherein the compound has the structure of Formula Ib:
0
Y. R?
ﬁf“/
rRU j\ )\
X N N R® rR®
H 4
Formula |b R
5. The compound of claim 1 wherein, Y is methylene.
0. The compound of claim 5, wherein X is a covalent bond.
7. The compound of claim 6, wherein R'is Cpg alkyl.
8. The compound of claim 7, selected from the group consisting of:
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N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-yl} hexanamide; and
N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-yl)acetamide.

9. The compound of claim 6, wherein R is Cy_s alkyl substituted with aryl.

10. The compound of claim 9, selected from the group consisting of:
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-3-

phenylpropanamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3-hydroquinazolin-6-yl) }-4-0x0-4-

phenylbutanamide; and
N-(3-(3,4-difluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-2-hydroxyacetamide.

11. The compound of claim 6, wherein Rlis Cpg alkyl substituted with amino.

12. The compound of claim 11, selected from the group consisting of:
2-(acetylamino)-N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-
yl)}acetamide and
2-amino-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)acetamide.

13. The compound of claim 6, wherein R is C;.s alkyl substituted with hydroxy, carboxy,

or acyloxy.

14. The compound of claim 13, selected from the group consisting of:

(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-y1 } carbamoy l)methyl
acetate,

N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-
hydroxyacetamide;

(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-yl }carbamoyl)methyl
acetate;

(N-{3-[(3-chlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-yl }carbamoyl)methyl
acetate,

(N-{3-[(4-chlorophenyl)methyl]-4-oxo0-3-hydroquinazolin-7-yl }carbamoyl)methyl
acetate;

N-{3-[(3-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-yl)} -2-hydroxyacetamide;

(N-{3-[(3-fluorophenyl)methyl]-4-0xo0-3-hydroquinazolin-7-y1} carbamoyl)methyl

acetate;
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(N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-
yl}carbamoyl)methyl acetate;
(N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-
yl}carbamoyl)methyl acetate;
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-yl)}-2-hydroxyacetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3-hydroquinazolin-7-yl) }-2-
hydroxyacetamide;
(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-yl }carbamoyl)methyl
2-(dimethylamino)acetate;
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-yl)}-2-
hydroxyacetamide;
(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-yl } carbamoyl)methyl
2-(dimethylamino)acetate;
[N-(4-0x0-3-{[3-(trifluoromethyl)phenylJmethyl} -3-hydroquinazolin-6-
yD)carbamoyljmethyl acetate;
2-hydroxy-N-(4-0x0-3-{[3-(trifluoromethyl)phenylJmethyl1}(3-hydroquinazolin-6-
yl))acetamide;
[N-(4-0x0-3-{[4-(trifluoromethyl)phenylJmethyl} -3-hydroquinazolin-6-
yl)carbamoyl]methyl acetate;
2-hydroxy-N-(4-0x0-3-{[4-(trifluoromethyl)phenyl]methyl } (3-hydroquinazolin-6-
yl))acetamide;
(N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-
yl}carbamoyl)methyl acetate;
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl) }-2-
hydroxyacetamide;
(N-{3-[(4-methoxyphenyl)methyl]-4-0x0-3-hydroquinazolin-6-yl} carbamoyl)methyl
acetate;
2-hydroxy-N-{3-[(4-methoxyphenyl)methyl]-4-oxo(3-hydroquinazolin-6-
yl)}acetamide;
(N-{3-[(3,4-difluorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-yl } carbamoyl)methyl
acetate,
N-{3-[(3,4-difluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1)}-2-
hydroxyacetamide;
2-(3-(3,4-difluorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl acetate;
2-(3-(4-chlorobenzyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl acetate;
N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide;

-100 -



WO 2010/056230 PCT/US2008/079975

15.

16.

2-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-
oxoethyl acetate;
N-(3-(4-chloro-3-(trifluoromethyl)benzyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;
2-(3-(3-chloro-4-fluorobenzyl)-4-ox0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl
acetate;
2-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-o0xo0-3,4-dihydroquinazolin-6-ylamino)-2-
oxoethyl acetate;
N-(3-(4-fluoro-3-(trifluoromethyl)benzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;
2-(3-(3,4-dimethylbenzyl)-4-oxo0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl acetate;
N-(3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide;
N-(3-benzyl-4-0x0-3,4-dihydroquinazolin-6-y1)-2-hydroxyacetamide;
2-0x0-2-(4-0x0-3-(2-(trifluoromethyl)benzyl)-3 ,4-dihydroquinazolin-6-ylamino)ethyl
acetate;
N-(3-(biphenyl-3-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide;
2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-oxo0-3,4-dihydroquinazolin-6-yl)acetamide;
2-hydroxy-N-(3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)acetamide;
N-(3-(3,4-dichlorobenzyl)-4-oxo0-3,4-dihydroquinazolin-6-y1)-3-hydroxypropanamide;
N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-y1)-2,3-
dihydroxypropanamide; and
N-(3-(3-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide.

The compound of claim 6, wherein R' is C, ¢ alkyl substituted with aryloxy.

The compound of claim 135, selected from the group consisting of:
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl) }-2-
phenoxyacetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-
methoxyphenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl)}-2-(4-
fluorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(3,5-
dimethylphenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methy1]-4-0xo(3-hydroquinazolin-6-y1)}-2-(2,6-

dimethylphenoxy)acetamide;
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N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-
methylphenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2-
methoxyphenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2-
fluorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(3-
fluorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2,4-
difluorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-y1)}-2-(2-
chlorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methy1]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2,3-
dichlorophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2-
nitrophenoxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2-
naphthyloxy)acetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-3-
phenoxypropanamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(2-
chlorophenoxy)propanamide;
N-{3-[(4-bromophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-phenoxyacetamide;
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl) }-2-
phenoxyacetamide;
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-yl)}-2-
phenoxyacetamide;
N-[3-(benzo[b]thiophen-6-ylmethyl)-4-oxo(3-hydroquinazolin-6-y1)]-2-
phenoxyacetamide;
N-{3-[(4-chlorophenyl)methyl]-4-0xo0(3-hydroquinazolin-6-yl)}-2-(3-
fluorophenoxy )acetamide;
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-y1)}-2-phenoxyacetamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-yl)}-2-(2-
methoxyphenoxy)acetamide;
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-7-y1)}-2-

phenoxyacetamide; and
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N-(3-(4-chlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-phenoxyacetamide.

17. The compound of claim 6, wherein R' is C, 5 alkyl substituted with heteroaryloxy.

18. The compound of claim 17, selected from the group consisting of:

2-benzo[c]1,2,5-thiadiazol-4-yloxy-N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-
hydroquinazolin-6-yl)}acetamide;

N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(3-
pyridyloxy)acetamide;

N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-yl)}-2-(3-
pyridyloxyacetamide; and

N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-yl)}-2-(3-
pyridyloxyJacetamide.

19. The compound of claim 6, wherein R is C,.g alkyl substituted with arylthioalkyl,
heteroarylthioalkyl, or arylalkylthioalkyl.

20). The compound of claim 19, selected from the group consisting of:

N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl)}-2-(4-
chlorophenylthio)acetamide;

N-{3-[(4-chlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-
pyridylthio)acetamide;

N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)}-2-(4-
pyridylthio)acetamide;

N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl) }-2-pyrimidin-2-
ylthioacetamide; and

N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl) }-2-
(phenylmethylthio)acetamide.

21. The compound of claim 5, wherein X is NH.

22, The compound of claim 21, selected from the group consisting of:
N-{3-[(3,4-dichlorophenyl)methy]1]-4-0x0(3-hydroquinazolin-6-
yD}(pentylamino)carboxamide;
N-{3-[(3,4-dichlorophenyl)methy1]-4-oxo(3-hydroquinazolin-6-

yD)}[benzylamino]carboxamide; and

-103 -



WO 2010/056230 PCT/US2008/079975

N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yI) } [(2-

methoxyethyl)amino]carboxamide.

23. The compound of claim 5, wherein X is O.

24, The compound of claim 23, wherein Rlis Cyg alkyl or Cy5 alkenyl optionally
substituted with optionally substituted alkoxy, optionally substituted amino, cycloalkyl, or

carboxy.

25. The compound of claim 24, selected from the group consisting of:
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-y1)} (2-
methylpropoxy Jcarboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-
y1)} (methylethoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3-hydroquinazolin-6-yl) }prop-2-
enyloxycarboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-
yI)}methoxycarboxamide;
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl)} prop-2-
enyloxycarboxamide;
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-7-y1) } (2-
methoxyethoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-6-yl)} {2-
[methylbenzylamino]ethoxy} carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-
y1)}(cyclopropylmethoxy)carboxamide;
ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-6-
yl}carbamoyloxy)acetate;
ethyl 2-(N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0-3-hydroquinazolin-7-
yl}carbamoyloxy)acetate; and
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl)}[2-(2-

methoxyethoxy)ethoxy]carboxamide.

26. The compound of claim 23, wherein R' is C .5 alkyl substituted with aryl.

27. The compound of claim 26, selected from the group consisting of:
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N-{3-[(3,4-dichlorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-

y1)} (phenylmethoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-2-methyl-4-0x0(3-hydroquinazolin-6-

y1)} (phenylmethoxy)carboxamide;
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hvdroquinazolin-6-

yD)}(phenylmethoxy )carboxamide;
N-{3-[(4-fluorophenyl)methyl]-4-ox0(3-hydroquinazolin-6-

y1)} (phenylmethoxy)carboxamide;
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-6-

yD)} (phenylmethoxy)carboxamide;
N-{3-[(4-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-

yD)}(phenylmethoxy )carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;
N-{3-[(3-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo(3-hydroquinazolin-7-y1)}[(2-

methoxyphenylymethoxyJcarboxamide;
N-{3-[(3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0xo0(3-hydroquinazolin-6-yl) } (2-

phenylethoxy)carboxamide;
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD)}(phenylmethoxy )carboxamide;
N-{3-[(3,4-dichlorophenyl)methy1]-4-0xo(3-hydroquinazolin-6-y1)}[(3-

cyanophenyl)methoxy|carboxamide;
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-

yD)} (phenylmethoxy)carboxamide;
N-{3-[2-(4-chlorophenyl)ethyl]-4-oxo(3-hydroquinazolin-6-

yD)}(phenylmethoxy )carboxamide;
N-[3-(benzo[b]thiophen-5-ylmethyl)-4-oxo0(3-hydroquinazolin-6-

yD)](phenylmethoxy)carboxamide;
benzyl 4-0x0-3-(3-(trifluoromethyl)benzyl)-3,4-dihydroquinazolin-6-ylcarbamate;
benzyl 3-(3,4-dichlorobenzyl)-2-methyl-4-0x0-3,4-dihydroquinazolin-7-ylcarbamate;
benzyl 3-(3-methoxybenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;
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benzyl 3-(4-fluoro-3-(trifluoromethyDbenzyl)-4-o0xo0-3,4-dihydroquinazolin-6-
ylcarbamate;

benzyl 3-(3,4-dimethylbenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

benzyl 3-(naphthalen-2-ylmethyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

benzyl 3-(3-((2,5-dichlorophenoxy)methyl)benzyl)-4-oxo-3,4-dihydroquinazolin-6-

ylcarbamate.

28. The compound of claim 23, wherein R' is optionally substituted aryl.

29, The compound of claim 28, selected from the group consisting of:
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-6-y1) } (4-
methylphenoxy)carboxamide;
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl) } (4-
fluorophenoxy)carboxamide; and
N-{3-[(3,4-dichlorophenylymethyl]-4-0x0(3-hydroquinazolin-6-yl) } (4-
chlorophenoxy)carboxamide.

30. The compound of claim 23, wherein R'is Cy5 alky! substituted with heteroaryl.

31. The compound of claim 30, selected from the group consisting of:
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-6-y1)} (3-
pyridylmethoxy)carboxamide;
N-{3-[(3-chlorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-y1)} (3-
pyridylmethoxy)carboxamide;
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-6-y1) } (2-
furylmethoxy)carboxamide;
N-{3-[(3-chloro-4-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1) } (3-
pyridylmethoxy)carboxamide;
N-{3-[(3-fluorophenyl)methyl]-4-0x0(3-hydroquinazolin-7-y1) }(3-
pyridylmethoxy)carboxamide;
N-{3-[(4-chloro-3-fluorophenyl)methyl]-4-oxo(3-hydroquinazolin-7-y1) }(3-
pyridylmethoxy)carboxamide;
N-{3-[(3,4-dichlorophenylymethyl]-4-0xo0(3-hydroquinazolin-6-y1) } (4-
pyridylmethoxy)carboxamide; and
N-{3-[(3,4-dichlorophenyl)methyl]-4-0x0(3-hydroquinazolin-6-yl) }(2-
pyridylmethoxy)carboxamide.
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32. The compound of claim 1 wherein Y 18 —-Lk’-Lh’—, wherein Lk’ is optionally
substituted linear or branched C,¢ alkylene and Lh’ is selected from a covalent bond, -O-, -S-, -

NR”-, -NR”-C(O)-, or -NR”-S(O),- wherein R” is hydrogen or Cy lower alkyl.

33. The compound of claim 32, selected from the group consisting of:
N-(3-(4-chlorophenethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide;
N-(3-(3-chlorophenethyl)-4-o0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxyacetamide;
N-(3-(2.,4-dichlorophenethyl)-4-oxo-3,4-dihydroquinazolin-6-y1)-2-hydroxyacetamide;
2,5-dichloro-N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-
yDethyl)benzamide;

N-(2-(6-(2-hydroxyacetamido)-4-oxoquinazolin-3(4H)-yl)ethyl)-2-
(trifluoromethyl)benzamide;

N-(3-(2-(2,5-dichlorophenylsulfonamido)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

N-(3-(2-(2,5-dichlorophenoxy)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

benzyl 3-(2-(2-chlorophenoxy)ethyl)-4-o0xo-3,4-dihydroquinazolin-6-ylcarbamate;

N-(3-(2-(2-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

N-(3-(2-(2-chlorophenoxy )ethyl)-4-o0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

N-(3-(2-(4-chlorophenoxy ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

N-(3-(2-(3-chlorophenoxy )ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

N-(3-(3-(2-chlorophenyl)propyl)-4-ox0-3,4-dihydroquinazolin-6-v1)-2-
hydroxyacetamide;

N-(3-(3-(2,5-dichlorophenylsulfonamido)propyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenylsulfonamido)propyl)-3,4-
dihydroquinazolin-6-yl)acetamide;

benzyl 4-0x0-3-(3-(2-(trifluoromethyl)phenoxy )propyl)-3,4-dihydroquinazolin-6-
ylcarbamate;

N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-o0x0-3,4-dihydroquinazolin-6-y1)-2-
hydroxyacetamide;

benzyl 3-(3-(2,5-dichlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylcarbamate;
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2-hydroxy-N-(4-0x0-3-(3-(2-(trifluoromethyl)phenoxy)propyl)-3,4-dihydroquinazolin-
6-yDacetamide;

benzyl 3-(3-(2-fluorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-ylcarbamate;

2-(3-(3-(2-fluorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoethyl
acetate;

N-(3-(3-(2-fluorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

benzyl 3-(3-(2-cyanophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylcarbamate;

benzyl 3-(3-(2,5-dichlorophenoxy)propyl)-4-o0xo-3,4-dihydroquinazolin-7-ylcarbamate;

N-(3-(3-(2,5-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;

benzyl 4-0x0-3-(3-(o-tolyloxy)propyl)-3,4-dihydroquinazolin-6-ylcarbamate;

2-hydroxy-N-(4-0x0-3-(3-(0o-tolyloxy)propyl)-3,4-dihydroquinazolin-6-yl)acetamide;

benzyl 3-(3-(2-chlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylcarbamate;

N-(3-(3-(2-chlorophenoxy )propyl)-4-o0xo0-3,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;

N-(3-(3-(2,3-dichlorophenoxy)propyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;

N-(3-(3-(2-chloro-5-(trifluoromethyl)phenoxy )propyl)-4-oxo-3,4-dihydroquinazolin-6-
yI)-2-hydroxyacetamide;

2-hydroxy-N-(4-0x0-3-(3-phenoxypropyl)-3,4-dihydroquinazolin-6-yl)acetamide;

N-(3-(3-(4-chlorophenoxy)propyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

benzyl 3-(4-(2,5-dichlorophenoxy )butyl)-4-oxo0-3,4-dihydroquinazolin-6-ylcarbamate;

N-(3-(4-(2,5-dichlorophenoxy)butyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

N-(3-(5-(2,5-dichlorophenoxy)pentyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;

(R)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-oxo-3,4-dihydroquinazolin-
6-y])-2-hydroxyacetamide;

(S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

(R)-N-(3-(1-(3,4-dichloropheny!)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide;

2-hydroxy-N-(3-(2-hydroxy-3-(o-tolyloxy)propyl)-4-oxo-3 4-dihydroquinazolin-6-

yDacetamide;
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2-hydroxy-N-(4-o0x0-3-phenethyl-3,4-dihydroquinazolin-6-yl)acetamide;
2-0x0-2-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-ylamino)ethyl acetate;
2-hydroxy-N-(4-0x0-3-(3-phenylpropyl)-3,4-dihydroquinazolin-6-yl)acetamide;
benzyl 3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-ylcarbamate;
2-(3-(1-(3,4-dichlorophenyl)ethyl)-4-oxo-3,4-dihydroquinazolin-7-ylamino)-2-
oxoethyl acetate;
N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide;
N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-
hydroxyacetamide;
2-(3-(1-(3,4-dichlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylamino)-2-
oxoethyl acetate;
N-(3-(1-(3,4-dichlorophenyl)propyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-2-
hydroxyacetamide;
benzyl 3-(1-(3,4-dichlorophenyl)propyl)-4-oxo-3,4-dihydroquinazolin-6-ylcarbamate;
(S)-N-(3-(1-(4-chloro-3-(trifluoromethyl)phenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-6-
yl)-2-hydroxyacetamide;
(S)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-0x0-3,4-dihydroquinazolin-7-yl)-2-
hydroxyacetamide; and
(R)-N-(3-(1-(3,4-dichlorophenyl)ethyl)-4-oxo0-3,4-dihydroquinazolin-7-y1)-2-
hydroxyacetamide.

34. A pharmaceutical composition comprising a therapeutically effective amount of the

compound of claim 1 or a pharmaceutically acceptable salt, ester, prodrug, or hydrate thereof.

33. A method for treating a disease or condition in a mammal that can be treated with an
stearoyl-CoA desaturase inhibitory compound comprising administering to a mammal in need
thereof a therapeutically effective dose of a compound of claim 1, or a pharmaceutically

acceptable salt, ester, prodrug, solvate, or hydrate thereof.

36. The method of claim 35, wherein the disease state is selected from the group consisting
of coronary artery disease, atherosclerosis, heart disease, hypertension , and peripheral vascular
disease, cancer, cerebrovascular diseases (including, but not limited to, stroke, ischemic stroke

and transient ischemic attack (TTA), and ischemic retinopathy), dyslipidemia, obesity, diabetes,
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msulin resistance, decreased glucose tolerance, non-insulin-dependent diabetes mellitus, Type

II diabetes, Type I diabetes, and other diabetic complications.

37.

38.

The compound of claim 3, selected from the group consisting of:
(R)-N-(3-(3,4-dichlorobenzyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-hydroxy-3-
phenylpropanamide;
(S)-N-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl)-2-hydroxy-3-
phenylpropanamide;
(S)-N-(3-(3.4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-yl1)-3-hydroxy-3-
phenylpropanamide;
(R)-N-(3-(3,4-dichlorobenzyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-3-hydroxy-3-
phenylpropanamide;
(S)-N-(3-(3.4-dichlorobenzyl)-4-oxo-3,4-dihydroquinazolin-6-yl)-2-hydroxy-2-
phenylacetamide;

(E)-benzyl 3-(4-(2,5-dichlorophenoxy)but-2-enyl)-4-0x0-3,4-dihydroquinazolin-6-
ylcarbamate; and

2-(3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazolin-6-ylamino)-2-oxoacetic acid.

The compound of claim 1, wherein Q is -NH-C(O)- oriented so that the -NH- is

directly bound to the X.

39.

The compound of claim 38, selected from the group consisting of:
3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-oxo-3,4-dihydroquinazoline-6-
carboxamide;
3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0x0-3,4-dihydroquinazoline-6-
carboxamide;
3-(3,4-dichlorobenzyl)-N-(2-methoxyethyl)-4-0xo-3,4-dihydroquinazoline-7-
carboxamide;
3-(3,4-dichlorobenzyl)-N-(2-hydroxyethyl)-4-oxo-3,4-dihydroquinazoline-7-
carboxamide;
N-benzyl-3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(3,4-dichlorobenzyl)-N-(3-hydroxypropyl)-4-oxo-3,4-dihydroquinazoline-7-
carboxamide;
3-(3,4-dichlorobenzyl)-4-0x0-N-(2-phenoxyethyl)-3,4-dihydroquinazoline-7-
carboxamide;

3-(3,4-dichlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide;

-110 -



WO 2010/056230 PCT/US2008/079975

3-(4-chlorobenzyl)-N-methyl-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-(4-fluorobenzyl)-4-0xo0-3,4-dihydroquinazoline-7-carboxamide;
N,3-bis(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-(2-hydroxyethyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide;
3-(4-chlorobenzyl)-N-(2-methoxyethyl)-4-oxo-3,4-dihydroquinazoline-7-carboxamide;
and

3-(3,4-dichlorobenzyl)-4-0x0-3,4-dihydroquinazoline-7-carboxamide.
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