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What is claimed is:
1. A chemical entity of Formula (I):
R‘!

Y.
N)\/ “R?

R‘:.O)l\fz

R”3
Formula (1)

wherein:

ZisCH orN;

1) wherein when Z is CH, then;
R’ is a member selected from the group consisting of: -H, -C).;alkyl gfd -C;.;haloalkyl;
Y is -C(R")2-, where each R is independently selected from the gfbup consisting of: -H, -F, -
CH;, -OH and -N(R");

R? is a member selected from the group consisting of:
A) phenyl unsubstituted or substituted with ongor two R® members, where each R° is
independently selected from the group ¢fnsisting of: halo, -CN, -CO,R®, -CONHa,
-S0,CH;, -C(R),0H, -CH>NH,, -CRECONH,, -CH,CO,Cy-salkyl, -NHCONH,, -

4-,6‘Z§cozcr-!2cﬂ3 £ _conH,
NHCONH-oxetane, -CONH-of£tane, and .

B) six-membered monocyclic Aieteroaromatic ring containing one or two nitrogen
members unsubsiituteg/ or substituted with one or two members each
independently selecfd from the group conmsisting of: halo, -Cjsalkyl, -C;.
shaloalkyl, -CN,/OH, -C(R®,OH, -CH,NH,, -C(R®),CN, -C(R®),CONH,, -
OCH>CONH,/ -0C,salkyl, -OCHgC(Rb)zC)H, -OCHacyclopropyl, -OC;.
shaloalkyl, /-CO.H, -CON(R®;, -N(R",, -NHCH,CF;, -NHCH(CHs), -
NHCH#ZH2N(CHs)s, -NHCH»CH,OH, -NHcyclopropyl, -NHCOCH;,
morphiolinyl, pyrrolidin-3-ol, and azetidin-3-ol;

C) fpfe-membered monocyclic heteroaromatic ring containing two, three, or four

nitrogen members unsubstituted or substituted with one or two members each

independently selected from the group comsisting of halo, -Cjjalkkyl, -Ci.
shaloalkyl, -C(R"):O0H, -N(R)s, -NO,, -CN, -CH,CN, -OC;_alkyl, -CH,OCHs, -

CH-CH,OH, -CH.NH,, -CH,CONH,, -CO.C;s;alkyl, -CO-H, -CONH,, -

NHCOCH;, and cyclopropyl; and
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D) five or six-membered ring selected from: 1,2-dihydro-pyridin-2-one, thiazole or
1,2-oxazole unsubstituted or substituted with one or two members each
independently selected from the group consisting of -CHj, and -NHo;

R’ is phenyl or pyridine, each substituted with one or two members each independepfly
sclected from the group consisting oft -halo, -Cjsalkyl, -OCsajfyl, -
Ocyclopropyl, -O-oxetane,-C;-3haloalkyl, -OC-shaloalk#l, -CN, -
CH,0H, -SO,CHj3, or -N(CHj3)z;

R* is a member sclected from the group consisting of -C_alkyl and -C;_shalgflkyl; and

each R® is independently selected from -H or -CHj;

i) wherein when Z is N, then;

R'is -H:

Y is ~-CHa-;

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

A) phenyl substituted with one or two R mefbers, where each RY is independently
selected from the group consisting of: AN, -CONH,, and -C0O-C,salkyl:

B) six-membered monocyclic heteroagpmatic ring containing one or two nitrogen
members unsubstituted or subspftuted with a member selected from the group
consisting of: -CN, -OC;sa)fyl, -CONH,, -NHCH,CH,0H, -N(R%),, and -NH-
cyclopropyl;

C) five-membered monogyclic heteroaromatic ring containing two or three nitrogen
members unsubstjflited or substituted with one or two members each

independently spfected from the group consisting of -Cjjalkyl, -C.shaloalkyl, -
CH20R® -N(K),, -NO», -CO2CHj, -CO:N(R),, or cyclopropyl; and
D) 1,2-oxazgl optionally substituted with one or two R® members;
R’ phenyl substityffcd with one or two members cach independently sclected from the group

consisting AT: -Cl, -OCyalkyl, or -OC;-shaloalkyl;

whepéin the chemical entity is selected from the group consisting of compounds of Formula
, pharmaceutically acceptable salts of compounds of Formula (I}, pharmaceutically
acceptable prodrugs of compounds of Formula (I): and pharmaceutically active metabolites
of compounds of Formula (I).

2, A chemical entity as in claim 1, wherein Z is CH.
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3. A chemical entity as in claim 1, wherein Z is N,

4. A chemical entity as in claim 2, wherein R' is selected from the group consisting of -H, -
CHj, and -CF;.

5. A chemical entity as in claim 3, wherein R is -H.

6. A chemical entity as in claim 2, wherein Y is sclected from the group consisting ofACH,-,
-CH(F)-, -CH(OH)-, -C(OH)(CHj3)-, and -CH(CHj3)-.

7. A chemical entity as in claim 3, wherein Y is -CHj-.

l R°: where R® is a

member selected from the group consisting of: -F, -CN, -CO-Hf -CONH,, -SO>CH;,
C(CH;),0H, -CH>NH,, -CH>CONH,, -CH.CO,CH;, -CH,CQACH,CH;, -NHCONH,,

8. A chemical entity as in claim 1, wherein Z is CH and R® is

}E‘KCOZCchHs
NHCONH-oxetane, -CONH-oxetane, and

9. A chemical entity as in claim 2, wherein R’ is R°; and R° is selected from -F,
CONHQ, “CHQCONHQ, -CHgNHg, -C(CH3)30H, -5 O'_)CH3’ and -NHCONHg.

10. A chemical entily as in claim 3, wherg#i R* is 4-cyanophenyl, 4-phenylamide or 4-

phenylcarboxylic acid methyl ester.
11. A chemical entity as in claim 1, yfherein Z is CH and R? is selected from the group
consisting of pyridine, unsubstityed or substituted with one or two members each
independently selected from thg group consisting of -F, -Csalkyl, -Cjshaloalkyl, -OC;.
salkyl, -OCHacyclopropyl, N, -N(R®),, -CH,NH,, -CH,OH, -CO,H, -CON(R®),, and -
C(CH;),OH.

A

P

12. A chemical entj#§ as in claim 1, wherein Z is CH and R is N"RY: RY s selected from

AN

I
13. Afchemical entity as in claim 1, wherein Z is CH and R? is N” R*; unsubstituted or
syffstituted with RY% where R? is -CH;, -CF;, -NH,, -NHCHj;, -N(CHs),. -CONH,, -

ONHCH3, -CON(CHj3)2, -OC\3alkyl, -CH>OH, -C(CH;).0H, or -OCHacyclopropyl.

260




WO 2014/158998 PCT/US2014/021426

4o
N Rét: RY is -CN or -CONH.

15. A chemical entity as in claim 2, wherein R? is selected from the group consisting

14. A chemical entity as in claim 3, wherein R? is

shaloalkyl, -CO,H, -CON(R®),, -C(R%)2CONH,, -C(R%);0H, -C(R"):-CN, -
OCH>C(R"),0H, -OCH2CONH,, -N(R®), ~-NHCH,CF3, -NHCH(CHs3)

= . .
N , unsubstituted or substituted

with one or two R® members, where each R® is indepegdently -H, -Cl, -C;salkyl, -CN, -
OCH;, -OC;shaloalkyl, -CO,H, -CONH,, -C(R®)/ONH, -C(R®:LOH, -C(R®L.CN, -
CHaCHON(CH;)a, -“OCHC(R?),0H, -OCH.CONH, AN(R),, -NHCH,CF3, -NHCH(CHs)s, -

NHCH,CH,O0H, -NHcyclopropyl, -NHCOCH;, pforpholinyl, pyrrolidin-3-ol, and azetidin-3-

A~y
N™ "R* unsubstituted or substituted

-CN, -CONH,, -NH,, -NHCH;, -NHCH,CH,OH, -

ol
17. A chemical entity as in claim 3, yherein R? is
with R, where R® is -OCH;
NHeyclopropyl.

f\?N

18. A chemical entity ag/in claim 2, wherein R? is 1 Nig R®, unsubstituted or substituted
with R®, where R® igfselected from: -H, -Cl, -CHjs, -CN, -OH, -OCH3, -OCHF», -NH,, -
NHCH;, -N(CH;)/ -NHCH»CF5, -NHcyclopropyl, -C(CH;),OH, -CONH,, -CONHCH3, and
-CON(CHa),.
19. A chepfical entity as in claim 2, wherein R? is selected from the group consisting of
imidazo}#, pyrazole, triazole, and tetrazole, where each is unsubstituted or substituted with
two members each independently selected from the group consisting of: -Cl, -CHj, -
2, -CF;, -CH,OH, -CH,CN, -CH,CONH,, -CH>CH,OH, -NH», -NO,, -CN, -CO,C;-

32111(}’1, -CO}H, -CONH:, and -NHCOCH_;.

one
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E
20. A chentical entity as in claim 2, wherein R? is R', and Rfis a member selected from

the group consisting of: -H, -Cl, -CHs, -NQO,, -NH,, -NHCOCH;, -CH,0H, -CN, -CONH
COQH, and PC02CH3CH3.

A
21. A chemical entity as in claim 1, wherein R? is R and R'is a membeyfelected from
y

the group consisting of: -H, -NH>, and -CH,OH.

22. A chemical entity as in claim 1, wherein R? is R wher R® is a member selected
from the group consisting of: -H, -CHj3, -CH2OH, ~CONH,, and ANH;.
23. A chemical entity as in claim 2, wherein R* is 1H-tetr#Zole, 2H-tetrazole, 1,2-oxazole,
1,3-thiazole, optionally unsubstituted or substituted witl)/a member independently selected
from the group consisting of: -CHj3, -CH,OH, -CH,C H, and -NH,.
24. A chemical entity as in claim 2, wherein R/is selected from the group consisting of
1,2,3-triazole and 1,2,4-triazole, each unsybstituted or substituted with a member
independently sclected from the group congsting of: -CHj, -CH,F, -CHF», -CF;, -OCHj3, -
OCH,CHj3, -CN, -CH,CN, -CH,CONH,/-C(R")OH, -CH,OCHj3, N(R), -NOa, -CO,CHs, -
CONHo,, cyclopropyl and -CH,NHo.

A o
25. A chemical entily as in clfim 1, wherein R? is =N , and R" is a member sclected
from the group consisting o -H, -CHj3, -CFs, -CH,F, -CHF,, -OCH3, -OCH>CH3;, -CH,OH, -
C(CH3):0H, -CH,OCHYf -NO;, -NH», -NHCHj3, -N(CHj3),, -CN, -CH,CN, -CH,CONH,, -
CONH,, -CO-CHs, -cyclopropyl.

FN

—~—

N

27. A chemical entity as in claim 2, wherein R? is R and R¥ is a member selected from

the group consisting of: -H, -CHs, -CF;, -CH,F, -CHF,, -OCHj;, -OCH,CH;, -CH»OH, -
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C(CH;)0H, -CH>OCH3, -NO,, -NH», -NHCH3, -N(CHs),, -CN, -CONH,, -CO,CHs, and -

cyclopropyl.
28. A chemical entity as in claim 2, wherein R” is a member selected from the grou

PO
consisting of: \©/ , where R™ is -Cl, -F, -CHs, -CHF», -CF3, -CN, -OCHj;, -CBAOH, -

%0 and
OCH,CHj, -OCF3, ~OCHF3, -N(CHj)s, -SO,CHs, -OCH(CHs)s, K o V.

29. A chemical entity as in claim 2, wherein R® is a member selecyfd from the group
consisting of: 3-chlorophenyl, 3-cyanophenyl, 3-fluorophenyl, /3-methylphenyl, 3-
(trifluoromethyl)phenyl, 3-mcthoxyphenyl, 3-cthoxyphenyl, 3-(triffuoromethoxy)phenyl, 3-
(difluoromethoxy)phenyl,  3-(difluoromethyl)phenyl, 3

methylamino)phenyl,  4-
fluorophenyl, 4-chlorophenyl, 5-chloropyridin-3-yl, 3,4-difJorophenyl, 3,5-difluorophenyl,
(3-fluoro-5-methoxyphenyl,  3-chloro-4-fluorophenyl, / 4-chloro-3-fluorophenyl,  3.4-
dichlorophenyl, 4-fluoro-3-methylphenyl, 4-fluorg~3-methoxyphenyl or 3-ethoxy-4-
fluorophenyl.

with R”, where R" is a member selected from the group consisting of: -Cl, -CHs, -CF;, -
OCHs;, -OCH,CH3, -OCHF3, -OCF; -CN.

2 Methoxy-3-(2-methylpyridin-4-yl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
{3-[2-Methoxy-5-(1H-1,2,4-triazol- 1-ylmethyl)pyridin-3-yl]phenyl} methanol;
3-(3-Methanesulfonylphenyl)-2-methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;

2

2-Methoxy-3-(4-methylpyridin-2-yl}-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
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2-Methoxy-3-(6-methylpyridin-2-yl)-5-(1H-1,2,4-triazol- 1 -ylmethylpyridine;
2-(Difluoromethoxy)-3-(3-methylphenyl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl} methyl)pyrimidine-2-
carboxamide;

[5-(3-Chlorophenyl)-6-methoxypyridin-3-y1}(4-fluorophenylymethanol;
1-[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]-1-(4-{luorophenyl)ethan-1-ol;
[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl](5-fluoropyridin-2-yl)methanol;
{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl](4-fluorophenylymethy!} (methylyaminc;
[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl}(4-fluorophenyl)methanaminé;
{[5-(3-Chlorophenyl)-6-methoxypyridin-3-y1](4-fluorophenyl)methylMimethylamine;
3-(3-Chlorophenyl)-5-[fluoro(4-fluorophenyl)methyl]-2-methoxypyfidine;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl} benzoig/acid;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yl]methyl} pyrjfidine-2-carbonitrile;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl} pfrimidine-2-carboxylic acid;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyf} pyrimidine-2-carboxamide;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmgfhyl} pyrimidin-2-amine:
(4-{[5-(3-Chlorophenyl)-6-mcthoxypyridin-3-y/methyl} phenylurea;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3#ylmethyl } benzamide;
3-(3-Chlorophenyl)-2-(difluoromethoxyyA-(1H-pyrazol-4-ylmethyl)pyridine;
5-{[6-(Difluoromethoxy)-5-(3-methopyphenyl)pyridin-3-ylJmethyl} pyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} pyridin-2-amine;
1-(4-{[5-(3-Chlorophenyl)-6-pfthoxypyridin-3-yl]methyl} phenyl)-3-(oxetan-3-ylurea;

5/.15-(3-Chlorophenyl)-6-ethoxypyridin-3-yllmethyl} pyrimidin-2-amine;
5-1[5-(3-Chlorophenyl)-6-(propan-2-yloxy)pyridin-3-yljmethyl} pyrimidin-2-amine;
5-{[6-(Difluoromethoxy)-5-[3-(propan-2-yloxy)phenyl]pyridin-3-yl]methyl} pyrimidin-2-
amine;
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5-{[6-(Difluoromethoxy)-5-[3-(oxetan-3-yloxy)phenyl]pyridin-3-ylJmethyl} pyrimidin-2-
amine;

N-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-yl)acetamide;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[ (4-methanesulfonylphenyl)methyl]pyridine;

yl]lmethyl}pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(6-propoxypyriding-ylymethyl]pyridine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl} - 1-p€thyl-1,2-dihydropyridin-2-one;
3-(3-Chlorophenyl)-2-methoxy-5-(pyridin-4-ylmethyl)pyAdine;
5-{[5-(3-Chlorophenyl)-6-(diflucromethoxy)pyridin-3#ylJmethyl } pyridine-2-carboxylic acid;
3-(3-Chlorophenyl)-2-methoxy-5-[(2-methoxypyriphidin-5-ylymethyl])pyrazine:
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yJ#methyl} -N-methylpyrimidin-2-amine;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-pylJmethyl } -N-cyclopropylpyrimidin-2-amine;
3-(3-Chlorophenyl)-2-methoxy-5-[(1-mg#hyl-1H-pyrazol-4-yl)methyl]pyrazine;
(4-{[5-(3-Chlorophenyl)-6-methoxypyfridin-3-ylJmethyl} phenyl)methanamine;
4-{[5-(3-Chlorophenyl)-6-methox#pyridin-3-yl]methyl} pyridin-2-amine;
3-(3-Chlorophenyl)-5-[(2,6-difethylpyridin-4-ylymethyl]-2-methoxypyridine;
4-{[5-(3-Chlorophcnyl)-6-gthoxypyridin-3-yl]methyl} pyridinc-2-carbonitrilc;
4-{[5-(3-chlorophenyl)-## methoxypyridin-3-yljmethyl} pyridine-2-carboxamide;
3-(3-Chlorophenyl)-#methoxy-5-(pyridin-3-ylmethyl)pyridine;
3-(3-Chlorophenyt)-2-methoxy-5-(1,3-thiazol-5-ylmethyl)pyridine;
3-(3-Chlorophfnyl)-5-[(dimethyl-1,3-thiazol-5-yl)methyl]-2-methoxypyridine;
3-(3-Chlorgphenyl)-2-methoxy-5-[(6-methoxy-5-methylpyridin-3-ylymethyl]pyridine:
3-(3-Chibrophenyl)-2-(difluoromethoxy)-5-(1,3-thiazol-5-ylmethyl)pyridine;
3-(3Lhlorophenyl)-2-(difluoromethoxy)-5-[(dimethyl-1,3-thiazol-5-yl)methyl]pyridine;
3/t [5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl]methyl } pyridine-3-carboxamide;
(5-{[5-(3-Chlorophenyl)-6-(diflucromethoxy)pyridin-3-yl]methyl} pyridin-3-
ylhymethanamine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(6-methylpyridin-3-yl)methyl]pyridine;
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3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[ (2-methyl-1,3-thiazol-5-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1,3-thiazol-2-ylmethyl)pyridine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl} -2-methylpyrimidine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyi}-2-methoxypyrimidine;
5-{[5-(3-Chlorophenyl)-6-mecthoxypyridin-3-ylJmethyl} -N-(propan-2-yDpyrimidin-2-
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidine;
3-(3-Chiorophenyl)-2-methoxy-5-[(1-methyl-1H-pyrazol-4-yDmethyl]pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-pyrazo!-4-yimcthyl)pyridinc;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl } -N-methylpyrimigfn-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl } -N-cyclopropypyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} -N,N-dimefylpyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -N-(2,2 2 -trifluoroethyl)pyrimidin-2-
amine;
Methyl 4-{[6-(3-chlorophenyl)-5-methoxypyrazin-2-ylinyfthyl} benzoate;
4-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yl|methyf benzonitrile;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylimgfhyl} pyrimidin-2-amine:
3-(3-Chlorophenyl)-5-[(4-fluorophenylmethyl
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxypyridin-3-yljmethyl} pyrimidin-2-amine;

-mcthoxypyridine;

5-{[6-(3-Chlorophenyl)-5-methoxypyrazj
5-{[5-(3-Chlorophenyl)-6-(difluorom
2-amine;

5-{[5-(3-Chloropheny!)-6-(dif]
5-{[5-(3-Chlorophenyl)-6-
amine;
5-{[5-(3-Chloropheng)-6-(difluoromethoxy)pyridin-3-yljmethyl}-N-(2,2,2-

trifluorocthyl)pyrjhidin-2-aminc;

-2-ylJmethyl} pyridine-2-carboxamide;
oxy)pyridin-3-ylJmethyl}-N-cyclopropylpyrimidin-

romethoxy)pyridin-3-ylJmethyl}-2-methoxypyrimidine;
fluoromethoxy)pyridin-3-yljmethyl} -N-methylpyrimidin-2-

3-(3Lhlorophenyl)-5-[(dimethyl-1,2-0xazol-4-yl)methyl]-2-methoxypyrazine;
3A3-Chlorophenyl)-2-(difluoromethoxy)-5-[(dimethyl-1,2-0xazol-4-yl)methyl]pyridine;
Methyl 2-(4-4[5-(3-chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl phenyljacetate;
Ethyl 1-(4-{[5-(3-chlorophenyl)-6-(difluoromethoxy)pyridin-3-
yl]methyl}phenyl)cyclopropane-1-carboxylate;
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3-(3-Chlorophenyl)-5-{[6-(cyclopropylmethoxy)pyridin-3-yljmethyl}-2-
(difluoromethoxy)pyridine;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl}methyl)pyridine-2-carbonitrile;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl}methyl)pyrimidin-2-amine;
5-{[6-(3-Chlorophenyl)-5-cthoxypyrazin-2-yljmethyl} pyrimidin-2-aminc;
5-({6-[3-(Dilluoromethoxy)phenyl]-5-methoxypyrazin-2-yl} methyl)pyrimidin-2-ap#ine;
5-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl} methyl)pyrimidineZ-
carbonitrile;

5-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl} pyrimidine-2-carb
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(pyridin-2-ylmethyl)pyridife;
2-4[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl} pfrazine;
6-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethy
3-(3-Chlorophenyl)-2-methoxy-6-methyi-5-(1H-1,2,4-triazo
4-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yljmethyl} Jfnzamide;
5-{[5-(3-Chloropheny!)-6-(difluoromethoxy)pyridin-

pyridazin-3-amine;

-ylmethyl)pyridine;

yHmethyl}pyridine-2-carboxamide;
5-{[6-(Difluoromethoxy)-5-(3-methoxyphenyl)pyrfin-3-yljmethyl} pyrimidine-2-
carboxamide;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3#yl]methyl} pyridine-2-carboxamide;
5-{[5-(3-Chlorophenyl)-6-(difluoromethgky)pyridin-3-ylJmethyl} pyrimidine-2-carboxamide;
5-{[5-(3-Fluorophenyl)-6-methoxypypAdin-3-ylJmethyl} pyrimidine-2-carboxamide;
5-({5-[3-(Difluoromethoxy)phenyf-6-ethoxypyridin-3-yl} methyl)pyrimidine-2-
carboxamide;
5-({5-[2-(Difluoromcthoxy)yfyridin-4-yl]-6-mcthoxypyridin-3-yl} methyl)pyrimidine-2-

carboxamide;

5-({¢#]3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl} methyl)pyridine-2-carboxamide;
546~ 3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl} methyl)pyrimidine-2-
carboxamide;

5-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-yljmethyl} pyrimidine-2-carboxamide;
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Methyl 1-{[6-(3-chlorophenyl)-5-methoxypyrazin-2-yljmethyl}-1H-1,2,4-triazole-3-
carboxylate;

3-(3-Chlorophenyl)-5-[(3-cyclopropyl-1H-1,2,4-triazol-1-yl)methyl]-2-
(difluoromethoxy)pyridine;

3-(3-Fluorophenyl)-2-methoxy-5-(1H-1,2,4-triazol- I -ylmcthyl)pyridinc;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyrazine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridi
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methyl-1H-1,2,4-triazol-1-yl)methyl|pyfazine;

2-Methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)-3-[3-(trifluoromghoxy)phenyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methyl-4H-1,2,4-trjfzol-4-yl)methyl]pyridine;

3-(3,5-Difluorophenyl)-2-methoxy-5-(1H-1,2,4-triazo}f1 -ylmethyl)pyridine;

Methyl 1-{[5-(3-chlorophenyl)-6-methoxypyridin-#yljmethyl}-1H-1,2,4-triazole-5-
carboxylatc;

Methyl 1-{[5-(3-chlorophenyl)-6-methoxypyfidin-3-yljmethyl}-1H-1,2,4-triazole-3-
carboxylate;

3-(3-Chlorophenyl)-2-methoxy-5-[(3 fethyl-1H-1,2,4-triazol-1-yl)methyl]pyridine;
3-[3-(Difluoromethyl)phenyl]-2-nmyfthoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy/-(1H-pyrazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methghky-5-{[3-(trifluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl}pyridine;

3-(3-Chlorophenyl)-9£| (3-cyclopropyl-1H-1,2,4-triazol-1-yl)methyl}-2-methoxypyridine;
3-(3-Chlorophenyf-2-(difluoromethoxy)-5-[(3-methyl-1H-1,2 4-triazol- 1-yl)methyl]pyridine;
3-(3-Chlorophghyl)-2-methoxy-5-{[4-(trifluoromethyl)- 1 H-imidazol- 1-ylJmethyl} pyridine;

3-(3Lhlorophenyl)-2-ethoxy-5- {[3-(trifluoromethyl)-1H-1,2,4-triazol-1-yl]methyl} pyridine;
-Chlorophenyl)-2-ethoxy-5- {[5-(trifluoromethyl)- 1H-1,2,4-triazol-1-yl)methyl} pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(4-methyl-1 H-imidazol- 1 -yl)methyl]pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5-[(3-methyl-1H-1,2,4-triazol-1-
yl)methyl]pyridine;
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1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-1H-1,2 4-triazole-3-
carbonitrile;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-{[3-(methoxymethyl)-1H-1,2,4-triazol-1-
yl]methyl}pyridine;

3-(3-Chlorophenyl)-2-(difluoromethoxy)-5- {[ S-(mcthoxymethyl)-1H-1,2,4-triazol-1-
yl]methyl}pyridine;

3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5- {[3-(trifluoromethyl)-1H-1,2 4-trj
yljmethyl}pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5-{[5-(trifluoromethyl)-1H-1 £ 4-triazol-1-
yl]methyl}pyridine;
3~(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1H-1,2,3,4-tetrazol- 1 -Amethyl)pyridine;
3-(3-Chlorophenyl)-2-(diflucromethoxy)-5-(2H-1,2,3,4-tetrazo}/2-ylmethyl)pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(trifluoromephyl)-1H-1,2,4-triazol-1-
yllmethyl}pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[5-(tri{lyfromethyl)-1H-1,2,4-triazol-1-
yllmethyl}pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-cthoxy-5-{[3Amcthoxymethyl)-1H-1,2,4-triazol-1-
yllmethyl}pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxyfs-{[5-(methoxymethyl)-1H-1,2,4-triazol-1-
yl|methyl}pyridine;
5-[(4-Chloro-1H-pyrazol-1-yl)me
1-{[5-(3-Chlorophenyl)-6-etho

1]-3-[3-(difluoromethoxy)phenyl]-2-methoxypyridine;
yridin-3-ylJmethyl}-1H-pyrazole-3-carboxamide;

2-(Dyfluoromethoxy)-5-(1H-1,2,4-triazol-1-ylmethyl)-3-[3-

(tAfluoromethoxy)phenyl]pyridine;

1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl}-1,2-dihydropyridin-2-one;

5-[(4-Chloro-1H-pyrazol-1-ylymethyl]-3-(3-chlorophenyl)-2-methoxypyridine;

3-(3-Chlorophenyl)-2-methoxy-5-[(4-methyl-1H-pyrazol-1-yl)methyl]pyridine;
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3-(3-Chlorophenyl)-2-methoxy-5-[(4-nitro-1H-pyrazol-1-ylymethyl|pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-nitro- 1 H-pyrazol-1-ylymethyl]pyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-pyrazol-1-ylmethyl)pyrazine;
3-(3-Chlorophenyl)-5-(1H-imidazol-1-ylmethyl)-2-methoxypyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-mcthyl-1 H-pyrazol-1-yl)methyl]pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-[(3-methyl-1H-1,2,4-triazol-1-
ylmethyl]pyrazine;
5-[(3-Cyclopropyl-1H-1,2,4-triazol-1-ylymecthyl]}-3-[3-(difluoromcthoxy)phe
ethoxypyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(trifluoromethyl)- 1 H- Y2 4-triazol-1-
yllmethyl}pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-1{[5-(trifluoromethyf-1H-1,2,4-triazol-1-
yllmethyl}pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(methoxymethyl)- 1H-1,2,4-triazol-1-
yl]methyl}pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[5-(mfthoxymethyl)-1H-1,2,4-triazol- 1 -
yl]methyl} pyrazine;
Methyl 1-((6-(3-(difluoromethoxy)phenyl)-Jfethoxypyrazin-2-ylymethyl)-1H-1,2,4-triazole-
3-carboxylate;

Methyl 1-((6-(3-(difluoromethoxy)ph

5-carboxylate;

yl)-5-ethoxypyrazin-2-ylymethyl)-1H-1,2,4-triazole-

3-(3-(Difluoromethoxy)phenyl
3-(3-(Difluoromethoxy)phc

-ethoxy-5-((3-nitro-1H-1,2,4-triazol-1-ylymethyl)pyrazine;
1)-2-cthoxy-5-((5-nitro-1H-1,2,4-triazol-1-ylymethyl)pyrazinc;
Methyl 1-{[6-(3-chloropfenyl)-5-methoxypyrazin-2-yljmethyl}-1H-1,2,4-triazole-5-
carboxylate;
Mcthyl 1-({6-[3-

triazole-3-carbgfxylate;

fluoromcthoxy)phenyl]-5-methoxypyrazin-2-yl} methyl)-1H-1,2,4-

(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } - 1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-1H-1,2,4-triazol-3-
yl)methanol;
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[1-({5-[3-(Difluoromethoxy)phenyl]-6-ethoxypyridin-3-yl}methyl)-1H-1,2,4-triazol-3-
yl]methanol;

[1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl} methyl)-1H-1,2,4-triazol-3-
yl]methanol;
(1-((5-(3-Chlorophenyl)-6-cthoxypyridin-3-ylymethyl)-1H-1,2,4-triazol-3-yl)mcthanol,
(1-{[6~(Difluoromethoxy)-5-(3-ethoxyphenyl)pyridin-3-yl]methyl}-1H-1,2,4-triazg}3-
yl)methanol;
[1-({5-[2-(Difluoromecthoxy)pyridin-4-yl]-6-methoxypyridin-3-yl} methyl)- 1 JA-1,2 4-triazol-
3-ylJmethanol;
[1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl} methyf)-1H-1,2,4-triazol-3-
yllmethanol;
(1-{[6~(Difluoromethoxy)-5-[2-(difluoromethoxy)pyridin-4-yl|phridin-3-ylmethyl} -1H-
1,2,4-triazol-3-yl)methanol;
[1-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yf} methyl)-1H-1,2,4-triazol-3-
yl]methanol;

[ 1-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrafin-2-yl} methyl)-1H-1,2,4-triazol-5-
yl]methanol;
(1-{[6~(3-Chlorophenyl)-3-methoxypyrazin
[1-({6-[3-(Difluoromethoxy)phenyl]-5-

-yl]methyl}-1H-1,2,4-triazol-5-yl)methanol;
thoxypyrazin-2-yl} methyl)-1H-1,2,4-triazol-3-
yl]methanol; '
(1-{[6-(3-Chlorophenyl)-5-cthox
3-(3-Chlorophenyl)-2-methox
3-(3-Chlorophenyl)-2-(difl
yl)methyl]pyridine;

azin-2-yl]methyl}-1H-1,2,4-triazol-3-ylymethanol;
-[(3-methoxy-1H-1,2,4-triazol-1-yl)methyl]pyridine;
romcthoxy)-5-[(3-methoxy-1H-1,2,4-triazol-1-

y1)-2-(difluoromethoxy)-5-[(3-ethoxy-1H-1,2,4-triazol-1-yl)methyl]pyridine;

[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl]methyl}-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Fluorophenyl)-6-methoxypyridin-3-yllmethyl} -1H-1,2 4-triazol-3-amine;
1-{[6-Methoxy-5-(3-methoxyphenyl)pyridin-3-yljmethyl}-1H-1,2,4-triazol-3-amine;
1-{[6-Methoxy-5-(3-methylphenyl)pyridin-3-ylimethyl}-1H-1,2,4-triazol-3-amine;
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3-{5-[(3-Amino-1H-1,2,4-triazol-1-yl)methyl]-2-methoxypyridin-3-y1} benzonitrile;
1-{[5-(3-Ethoxyphenyl)-6-methoxypyridin-3-yljmethyl}-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Cyclopropoxyphenyl)-6-methoxypyridin-3-ylJmethyl}-1H-1,2,4-triazol-3-amine;
1-({5-[3-(Difluoromethoxy)phenyl]-6-ethoxypyridin-3-yl}methyl)-1H-1,2,4-triazol-3-amipk;
1-{[6-(Difluoromethoxy)-5-(3-methoxyphenyl)pyridin-3-yljmethyl} -1H-1,2 4-triazol-
amine;

1-{[5-(5-Chloropyridin-3-yl)-6-methoxypyridin-3-yljmethyl}-1H-1,2 4-triazol-3/Amine;
1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl} methyl)- 15/ ,2,4-triazol-3-
amine;

1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl} methy)f 1H-1,2 4-triazol-3-
amine;

1-{[6-(Difluoromethoxy)-5-[2-(difluoromethoxy)pyridin-4-yl]pyfidin-3-ylJmethyl} - 1H-
1,2,4-triazol-3-amine;

1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-/1} methyl)- | H-pyrazol-3-amine;
1-({5-[3-(Diflucromethoxy)phenyl]-6-methoxypyridig/3-yl} methyl)- 1 H-pyrazol-5-amine;
4-Chloro-1-{[5-(3-chlorophenyl)-6-ethoxypyridin-#yllmethyl}-1H-pyrazol-3-amine;
4-Chloro-1-{[5-(3-chlorophenyl)-6-cthoxypyrig#i-3-yllmethyl} - 1H-pyrazol-5-amine;
1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2#yljmethyl} - 1 H-pyrazol-4-amine;
1-((6-(3-(Difluoromethoxy)phenyl)-5-ethfxypyrazin-2-yl)methyl)-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Chlorophenyl})-6-(difluoromgfhoxy)pyridin-3-yl|methyl} -N-methyl-1H-1,2,4-

triazol-3-amine;
1-{[3-(3-Chlorophenyl)-6-(diflybromethoxy)pyridin-3-ylJmethyl} -N,N-dimethyl-1H-1,2,4-

triazol-3-aminc;

-(4-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } phenyl)acetamide;
2-(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl}-1H-1,2,4-triazol-3-yl)propan-2-
ol;
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2-(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl}-1H-1,2,4-triazol-5-yl)propan-2-
ol;

2-(4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl} phenyl)propan-2-ol;
2-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} pyridin-2-yl)propan-2-ol;
2-(5-{[5-(3-Chlorophcnyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl} pyridin-2-ylyprop
ol

3-[3~(Difluoromethoxy)phenyl]-5-{[3-(fluoromethyl)- 1H-1,2,4-triazol-1-ylJmet
mcthoxypyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[4-(fluoromethyl)-1H-1,2,3 ffiazol-1-
ylJmethyl}pyridine;
2-(Difluoromethoxy)-3-(3-ethoxyphenyl)-5-{[3-(fluoromethyl)- THA,2,4-triazol- 1 -
yl]methyl}pyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl)-5-{[ 3-(fluoromethyl)- 1A-1,2,4-triazol-1-ylmethyl }-2-
methoxypyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{ [3-(luorfmethyl)-1H-1,2 ,4-triazol- 1 -
yljmethyl}pyrazine:
3-(3-Chlorophenyl)-5-{[3-(fluoromethyl)-1H-1 £ 4-triazol-1 -yl methyl} -2-methoxypyrazine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5- £ 3-(difluoromethyl)-1H-1,2,4-triazol-1-
ylimethyl}pyridine;
3-[3-(Difluoromethoxy)phenyl]-5- {[3Adifluoromethyl)-1H-1,2,4-triazol-1-yl|methyl}-2-
ethoxypyridine;
3-[2-(Difluoromethoxy)pyridin-yl]-5-{[3-(difluoromethyl)- 1H-1,2,4-triazol- 1 -yl | methyl} -
2-methoxypyridine;
3-(3-Chlorophenyl)-2-m
[1-({5-[3-(Difluoron
ylmcthanol;
(1-((6-(Difluorgmethoxy)-5-(3-ethoxyphenyl)pyridin-3-yl)methyl)-1H-1,2,3-triazol-4-

0xy-5-(1H-1,2,3-triazol-1-ylmethyl)pyridine;
oxy)phenyl]-6-ethoxypyridin-3-yl} methyl)}-1H-1,2,3-triazol-4-

(1/{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yljmethyl} -1H-1,2,3-triazol-4-yl)methanol;

1-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl } methyl)- 1H-1,2,3-triazol-4-

yl]methanol;

(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl }-1H-1,2,3-triazol-4-yl)methanol;
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3-[3-(Difluoromethoxy)phenyl]-5-{[4-(difluoromethyl)-1H-1,2,3-triazol-1-ylimethyt}-2-
ethoxypyridine;

1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl} -1H-pyrazole-4-carboxylic acid;
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl } -1 H-pyrazole-4-carboxamide;
[1-({5-[3-(Difluoromcthoxy)phenyl]-6-methoxypyridin-3-yl} methyl)- 1H-pyrazol-4-
ylJmethanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } -1 H-imidazo
yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl} -1 H-injdazol-4-
yl)methanol;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl} methy#)- 1 H-pyrazol-3-
yl]methanol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-yllmethyl}-1H-
(4-Chloro-1-{[5-(3-chlorophenyl)-6-ethoxypyridin-3-yl]
(4-Chloro-1-{[5-(3-chlorophenyl)-6-ethoxypyridin-3-
4-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridj
(1-((6-Ethoxy-5-(2-fluorophenylpyridin-3-yl)
5-((5-(3,4-Difluorophenyl)-6-propoxypyridi

-azol-4-ylymethanol;

thyl}- 1 H-pyrazol-3-yl)methanol;
methyl}-1H-pyrazol-5-yl)methanol;
-3-yllmethyl}benzoic acid:
thyl)-1H-1,2 4-triazol-3-yl)methanol;
3-yDmethyl)pyrimidin-2-amine;
5-((5-(3-Chloro-4-fluorophenyl)-6-ethoxybyridin-3-yl)methyl)pyrimidin-2-amine;
2-(4~((5-(3-Chlorophenyl)-6-methox
2-(5-{[5-(4-Fluorophenyl)-6-methgXypyridin-3-yl]methyl} pyrimidin-2-yl)acetamide;
5-{[5-(3-Chloro-4-fluoropheny,

idin-3-yl)methyl)phenyl)acetamide;

~6-methoxypyridin-3-yl]methyl} pyrimidine-2-carboxamide;
2-[(5-{[5-(4-Fluorophenyl)#~mcthoxypyridin-3-yl]mcthyl} pyrimidin-2-ylyamino]cthan-1-ol;
2-(5-((5-(3-Chloropheny,

methylpropanenitrile;

-6-methoxypyridin-3-yl)methyDpyrimidin-2-y1)-2-

5-((5-(3Lhlorophenyl)-6-methoxypyridin-3-ylymethyl)pyrazin-2-amine;
5-((5/3-Chloro-4-fluorophenyl)-6-methoxypyridin-3-yl)methyl)pyrazin-2-amine;
2 A5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)-5-ethoxypyrazine;
2-((5-({5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrazin-2-yl)amino) ethanol;
3-(3-Chlorophenyl)-2-methoxy-5-((5-methyl-1 H-tetrazol-1-yl)methylpyridine;
4-(5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)pyrimidin-2-ylymorpholine;
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5-((6-(3,4-difluorophenyl)-5-ethoxypyrazin-2-ylymethyl)pyrimidin-2-amine;
2-((5-((6-(3,4-difluorophenyl)-5-ethoxypyrazin-2-ylymethyl)pyrimidin-2-yl)amino)ethanol;
2-(1-((5-(3-Chlorophenyl)-6-methoxypyridin-3-ylymethyl)-1H-tetrazol-5-yl)ethanol;
2-Ethoxy-3-(4-fluorophenyl)-5-((5-methyl- 1H-tetrazol- 1 -ylymethyl)pyridine;
2'-(Difluoromethoxy)-5-((4-(difluoromethyl)-2-methyl-1H-imidazol-1-ylymethyl)-2-
methoxy-3,4'-bipyridine;
2-((5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-ylymethyl)pyrimidin-2-yljoxy)g€etamide;
(5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-ylymethyl)pyrimidin-2-yl)methfnol;
(1-((5~(3-Chlorophenyl)-6-(2,2,2-trifluoroethoxy)pyridin-3-yDmethyl)- 1 J£1,2,4-triazol-3-
yl)methanol;
5-((2'-(Difluoromethoxy)-2-methoxy-[3,4'-bipyridin]-5-yl)methyl) A-fluoropyridin-2-amine;
5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidi-2-ol;
2-((5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)gfrimidin-2-yl)oxy)ethanol;
5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)- 24 difluoromethoxy)pyrimidine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyf} -3-methylpyridazine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-2-ethoxy-5-[f5-fluoropyridin-3-yl)methyl]pyridine:
1-{[5-(2-Cyanopyridin-4-yl)-6-mcthoxypyridig/3-ylJmethyl } - 1H-pyrazole-3-carboxamidc;
1-{5-(3-Chlorophenyl)-6-methoxypyridin-

1-({5-[2-(Difluoromethoxy)pyridin-4-yl

yllmethyl} -1H-pyrazole-3-carboxamide;
-methoxypyridin-3-yl} methyl)-1H-pyrazole-3-
carboxamide;
1-{[5-(3-Chlorophenyl)-6-ethox
1-({5-[2-(Difluoromethoxy)p

idin-3-ylJmethyl} - 1H-imidazole-4-carboxamide;
(din-4-yl]-6-ethoxypyridin-3-yl} methyl)- 1 H-imidazole-4-
carboxamidc;
1-{[6-(3-Chlorophenyl)-#-ethoxypyrazin-2-ylJmethyl} - | H-imidazole-4-carboxamide;
1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-yl]methyl} - 1H-pyrazole-3-carboxamide;
1-{[6-(3,4-Difluogbphcnyl)-5-cthoxypyrazin-2-yl]mcthyl } - 1 H-imidazolc-4-carboxamidc;

f15-(3-Chlorophenyl)-6-ethoxypyridin-3-yl)methyl} -5-methyl- 1H-pyrazol-3-amine;
I-[(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yloxy]-2-
methylpropan-2-ol;
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(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-yljmethyl} -2-methyl- 1 H-imidazol-5-
yl)methanol;

(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl} -3-methyl- [H-pyrazol-5-yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-2-methyl- 1 H-imidazo
ylymethanol;

(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl} -2-methyl- 1H-imidazol-4-
yl)methanol;

(1-{[6-(3-Chlorophenyl)-5-cthoxypyrazin-2-ylJmethyl} -5-methyl-1H-pyrazo}f3-yl)methanol;
(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-yl]methyl} -2-methyl- 1H-imighzol-4-
yl)ymethanol;
{1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl}-5-methyl- IA-pyrazol-3-yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-yljmethyl} -2-methy 1H-imidazol-4-
ylymethanol;
(1-{[6-Ethoxy-5-(3-methoxyphenyl)pyridin-3-yljmethyl} AH-1,2,4-triazol-3-yl)methanol;
(1-{[5-(4-Chlorophenyl}-6-ethoxypyridin-3-ylimethy L)~
(1-{[5-(5-Chloropyridin-3-yl}-6-ethoxypyridin-3-y#methyl} -1 H-1,2,4-triazol-3-yl)methanol:
(1-{[5-(3,4-Dichlorophenyl)-6-cthoxypyridin-3£1jmcthyl}-1H-1,2,4-triazol-3-yl)methanol;
(1-{[6-Ethoxy-5-(4-fluoro-3-methylphenyl)pfAridin-3-ylJmethyl}-1H-1,2,4-triazol-3-

1H-1,2,4-triazol-3-ylymethanol;

yl)methanol;
[1-({6-Ethoxy-5-[3-(trifluoromethyl)
yl]methanol;
[1-({6-Ethoxy-5-[3-(trifluoromgthoxy)phenyl]pyridin-3-yl} methyl)-1H-1,2,4-triazol-3-
ylJmethanol;
(1-{[6-Ethoxy-5-(3-ethofyphenyl)pyridin-3-ylJmethyl} -1H-1,2,4-triazol-3-y)methanol;
[1-({5-[3-(Dimethylapfiino)phenyl]-6-ethoxypyridin-3-yl}methyl)-1H-1,2,4-triazol-3-

ylJmethanol;

enyllpyridin-3-yl} methyl)-1H-1,2,4-triazol-3-

(1-{[5-(3-Chlogbphenyl)-6-methoxypyridin-3-yljmethyl} -1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(3-Cfloro-4-fluorophenyl)-6-ethoxypyridin-3-yljmethyl}-1H-1,2 4-triazol-3-
yDmethghiol;
(1-{[~(3,5-Difluorophenyl)-6-ethoxypyridin-3-yl]methyl}-1H-1,2,4-triazol-3-yl)methanol;
{6-Ethoxy-5-[2-(trifluoromethyl)pyridin-4-yl]pyridin-3-yl} methyl)-1H-1,2,4-triazol-3-
'ylmethanol;
(1-{[5-(3,4-Difluorophenyl)-6-ethoxypyridin-3-yl]methyl}-1H-1,2,4-triazol-3-yl)methanol;
(1-{[6-Ethoxy-5-(3-flucrophenyl)pyridin-3-yljmethyl} -1H-1,2,4-triazol-3-yDmethanol;
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(1-{[6-Ethoxy-5-(4-fluorophenyl)pyridin-3-yljmethyl} - 1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(4-Fluoro-3-methoxyphenyl)-6-methoxypyridin-3-yljmethyl } -2-methyl-1H-imidazol-
4-yl)methanol;

(1-{[5-(4-Fluorophenyl}-6-methoxypyridin-3-ylmethyl} -2-methyl-1H-imidazol-4-
ylymethanol;

(1-{[5~(3,4-Difluoropheny!)-6-methoxypyridin-3-ylJmethyl} -2-methyl- 1 H-imidazo#4-
yl)methanol;
(1-{[5-(3-Chlorophcnyl)-6-methoxypyridin-3-yljmethyl} -2-methyl- 1H-imidgfol-4-
yhmethanol;
4-{5-[(2-Aminopyrimidin-5-yl)methyl]-2-methoxypyridin-3-yl} pyridjfe-2-carbonitrile;
2-(5-{[5-(3-Chlorophenyl)-6-(2,2-difluoroethoxy)pyridin-3-yljmet}1} pyrimidin-2-
ylacetonitrile;
5-{[5-(2-Ethoxypyridin-4-yl)-6-methoxypyridin-3-ylimethy#pyrimidin-2-amine;
5-{[6-Ethoxy-5-(4-fluorophenyl)pyridin-3-ylJmethyl} pyp#nidin-2-amine;
5-{[5-(4-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl Y yrimidin-2-amine;
5-{[6-Ethoxy-5-(4-fluoro-3-methylphenyl)pyridin
5-{[5-(3,4-Difluorophenyl)-6-cthoxypyridin-3-
5-{[5-(4-Fluoro-3-methoxyphenyl)-6-methofypyridin-3-yljmethyl} pyrimidin-2-amine;

-yljmethy!} pyrimidin-2-amine:

methyl} pyrimidin-2-amine;

5-{[5-(3-Ethoxy-4-fluorophenyl)-6-meth#xypyridin-3-ylJmethyl} pyrimidin-2-amine;
3-{5-[(2-Aminopyrimidin-5-ylymethy#f-2-methoxypyridin-3-yl} benzonitrile;
5-{[5-(4-Fluoro-3-methylphenyl)-# methoxypyridin-3-ylJmethyl} pyrimidin-2-amine;
2-(5-{[5-(3,4-Difluorophenyl)#~methoxypyridin-3-yljmethyl} pyrimidin-2-yl)acetonitrile;
5-{[5-(3-Chloro-4-fluorophghyl)-6-methoxypyridin-3-yllmethyl} pyrimidin-2-amine;
5-{[5-(4-Fluorophenyl)-#methoxypyridin-3-ylJmethyl} pyrimidin-2-amine;
5-{[5-(4-Chloro-3-flybrophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidin-2-amine;
5-{[5-(3,4-Difluoybphenyl)-6-methoxypyridin-3-yl]methyl } pyrimidin-2-amine;
fluorophenyl)-6-methoxypyridin-3-ylJmethyl} phenyl)acetamide;
2-(4-{[5-(4
2-(4-{ [ SA4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-ylJmethyl} phenyl)acetamide;

luorophenyl)-6-methoxypyridin-3-ylJmethyl} phenyl)acetamide;

2-(5 /1 5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidin-2-

yacetamide;

2-(5-4[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidin-2-y1)-2-

methylpropanamide;

2-(5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-ylimethyl} pyrimidin-2-yl)acetamide;
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2-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidin-2-yl)acetamide;
2-(5-{[5-(3-Chlorophenyl)-6-(2,2,2-trifluoroethoxy)pyridin-3-ylJmethy!} pyrimidin-2-
yl)acetamide;

2-(5-{[5-(3-Chlorophenyl)-6-(2,2-difluoroethoxy)pyridin-3-ylmethyl } pyrimidin-2-
ylacctamide;
2-(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-1H-1,2,4-tria;
yDacetamide;
5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidine-2-carpbxamide;
5-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidine-2-car
2-[(5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimi
1-ol;
(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} pyrazigf2-ylymethanol;
2-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl}-5-mpéthylpyrazine;
6-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl} pffridine-3-carbonitrile;
5-{[5-(4-Chloro-3-{luorophenyl)-6-methoxypyridin-3 Al jmethyl } pyrazin-2-amine;
3-(3-Chlorophenyl)-2-methoxy-5-[(5-methyl-1H- L£ 3 4-tetrazol- I -ylymethyl]pyridine:
(2-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-yfmethyl } -2H-1,2,3 4-tctrazol-5-yl)mcthanol;
(1-{[5-(4-Fluorophenyl)-6-methoxypyridin-

(2-{[5-(3,4-Difluorophenyl)-6-methoxyp,

yllmethyl}-1H-1,2,3 4-tetrazol-5-yl)methanol;
idin-3-yl]methyl}-2H-1,2,3,4-tetrazol-5-
yl)methanol;
(1-{[5-(3,4-Difluorophenyl)-6-megoxypyridin-3-ylJmethyl} -1H-1,2,3,4-tetrazol-5-
yhmethanol;
(2-{[5-(4-Chloro-3-fluorophfnyl)-6-mecthoxypyridin-3-yljmethyl}-2H-1,2,3,4-tctrazol-5-
yl)methanol;
(1-{[5-(4-Chloro-3-
yl)methano};
(1-{[5-(3-ChloyOphenyl)-6-methoxypyridin-3-yljmethyl} -1H-1,2,3,4-tetrazol-5-yl)methanol,
(2-{[5-(3-Clflorophenyl}-6-methoxypyridin-3-ylimethyl} -2H-1,2,3 4-tetrazol-5-yl)methanol;

orophenyl)-6-methoxypyridin-3-yljmethyl}-1H-1,2,3,4-tetrazol-5-

1-(5-{[5A3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)pyrrolidin-3-ol;
1-(5A15-(3-Chloropheny!)-6-methoxypyridin-3-ylmethyl} pyrimidin-2-yl)azetidin-3-ol;
2A(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)amino Jethan-1-ol;
2-Ethoxy-3-(4-fluorophenyl)-5-[(5-methyl-2H-1,2,3 4-tetrazol-2-ylymethyl]pyridine;
3-(3,4-Difluorophenyl)-2-ethoxy-5-[(5-methyl-2H- 1,2,3,4-tetrazol-2-yl)methyl]pyridine;
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3-[2-(Difluoromethoxy)pyridin-4-yl]-2-ethoxy-5-[(5-methyl-2H-1,2,3,4-tetrazol-2-
yl)methyl]pyridine;
3-(3,4-Difluorophenyl)-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-yl)methyl]pyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-
yl)methyl]pyriding;
3-(4-Chloro-3-{luorophenyl)-2-ethoxy-5-[(5-methyl-1H-1,2,3 4-tetrazol-1-
yDmethyl]pyridine;
3-(3-Chloro-4-fluorophenyl)-2-cthoxy-5-[(5-methyl-1H-1,2,3 4-tctrazol-1-
ylmethyl]pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetphzol- 1 -
yl)methyl]pyridine;
2-Ethoxy-3-(2-cthoxypyridin-4-yl)-5-[(5-methyl-1H-1,2,3,4-teiphzol-1-ylymethyl]pyridine;
2-Ethoxy-3-(3-ethoxyphenyl)-5-[(5-methyl-1H-1,2,3,4-tetra
1,2,3,4-tetrazol-1-

I-1-y)methyl]pyridine;
2-Ethoxy-3-(3-fluoro-5-methoxyphenyl)-5-[(5-methyl-1
yl)methyl]pyridine;

3-(3-Chlorophenyl)-5-{[4-(difluoromethyl)-2-met
cthoxypyrazinc;

l-1H-imidazol-1-yl]methyl}-2-

(5-{[6-(2,2-Difluoroethoxy)-5-(2-ethoxypyrin-4-y)pyridin-3-ylJmethyl}-3-fluoropyridin-2-
ylmethanol;
[5-({5-[2-(Difluoromethoxy)pyridin-4#£yl]-6-ethoxypyridin-3-yl} methyl)-3-fluoropyridin-2-
ylmethanol;
(1-{[5~(3-Chlorophenyl)-6-(2,2/difluoroethoxy)pyridin-3-yl|methyl} -2-methyl- 1 H-imidazol-
4-ylymcthanol;
1-{[5-(4-Fluoro-3-methglyphenyl)-6-methoxypyridin-3-yl]methyl}-1H-1,2,4-triazol-3-
amine;

Ethyl 2-(4-4[5-(3
Ethyl 2-(4-{[5

pharmaceujfally acceptable salts, pharmaceutically acceptable prodrugs, or pharmaceutically

“difluorophenyl)-6-mcethoxypyridin-3-yl]methyl} phenyl)acetate;
-chlorophenyl)-6-methoxypyridin-3-ylJmethyl}phenyl)acetate; and

active nyftabolites thereof.
33.

epflity selected from the compounds of Formula (I):

pharmaceutical composition comprising an effective amount of at least one chemical
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R
NN R
R o | _z
R3
Formula (1)
wherein:
ZisCHorN;
i} wherein when Z is CH, then;
R! is a member selected from the group consisting of: -H, -C;salkyl and £ shaloalkyl,
Y is -C(R")>-, where each R” is independently selected from the groug/Consisting of: -H, -F, -
CHs, -OH and -N(R")z;

R” is a member selected from the group consisting of:
A) phenyl unsubstituted or substituted with one orAvo R® members, where each R® is
independently selected from the group consjfting of: halo, ~-CN, -CO;R", ~-CONH,,
-SO,CH;, -C(R"):0H, -CH2NH,, -CH,C@NH,, -CH2CO,C)-salkyl, -NHCONHa, -

;*Kcozcmcna ;;chouag

and

NHCONH-oxetane, -CONH-oxeta ;

B) six-membered monocyclic hetgfoaromatic ring containing one or two nitrogen
members unsubstituted opf substituted with onc or two mcembers cach
independently selected from the group consisting of halo, -Cjsalkyl, -Ci.
shaloalkyl, -CN, -O}f, -C(R®);OH, -CH;NH., -C(R®,CN, -C(R");CONH,, -
OCH,CONHz, Cisalkyl, -OCH.C(R")0H, -OCHicyclopropyl, -OC;.
shaloalkyl, »H, -CON(R"); -N(R" -NHCH,CF;, -NHCH(CH:); -
NHCH>CH;N(CHs)a, -NHCH,CH,0OH, -NHcyclopropyl, -NHCOCH;,
morpholiflyl, pyrrolidin-3-ol, and azctidin-3-ol;

C) five-pfembered monocyclic heteroaromatic ring containing two, three, or four
nigfogen members unsubstituted or substituted with one or two members each
ndependently selected from the group consisting of halo, -Cjsalkyl, -C.
shaloalkyl, -C(R)20H, -N(R), -NO,, -CN, -CH,CN, -OC_salkyl, -CH,OCH;, -
CH,CH,OH, -CH>NH,, -CH,;CONH,, -CO,Cjalkyl, -CO,H, -CONH,, -
NHCOCH;, and cyclopropyl; and
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D) five or six-membered ring selected from: 1,2-dihydro-pyridin-2-one, thiazole or
1,2-oxazole unsubstituted or substituted with one or two members each
independently selected from the group consisting of -CHj3, and -NHz;

R is phenyl or pyridine, each substituted with one or two members each independ

shaloalkyl; and
each R® is independently selected from -H or -CHs;

i1) wherein when Z is N, then;

R'is -H;

Y is -CHa-;

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

A) pheny! substituted with one or two R* mefibers, where each RY is independently
selected from the group consisting of: AN, -CONHa, and -CO»Csalkyl:

B) six-membered monocyclic heteroagmatic ring containing onc or two nitrogen
members unsubstituted or subspfluted with a member selected from the group
consisting of: -CN, -OC)zaljfyl, -CONH,, -NHCH,CH,0H, -N(R"),, and -NH-
cyclopropyl;

C) five-membered monocyClic heteroaromatic ring containing two or three nitrogen
members unsubstigited or substituted with one or two members each
independently sgfected from the group consisting of -Cjsalkyl, -Cy_zhaloalkyl, -
CH2OR® -N(J),, -NO,, -CO,CHs, -CO:N(R), or cyclopropyl; and

D) 1,2-oxazo)f optionally substituted with one or two R® members;

R’ pheny!l substityfed with one or two members cach indcocendently selected from the group

agleptable prodrugs of compounds of Formula (I); or pharmaceutically active metabolites of
compounds of Formula ().

34. A pharmaceutical composition comprising an effective amount of at least one chemical
entity of claim 1 or 32.
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35. A method of treating a subject suffering from or diagnosed with a disease, disorder, or
medical condition mediated by PDE4 enzymatic activity, comprising administering to a
subject in need of such treatment an effective amount of a chemical entity selected from
compounds of Formula (I}

R'l
N ge

R4, O/%&z
R3
Formula (I}
wherein:
Zis CH or N;
1} wherein when Z is CH, then;
R is a member selected from the group consisting of: -H, -Cf;alkyl and -C;shaloalkyl;
Y is -C(R%);,-, where each R® is independently selected fifm the group consisting of: -H, -F, -
CHs;, -OH and -N(R®),;

R* is a member selected from the group consisti
A) phenyl unsubstituted or substituteg/with one or two R® members, where each R is
independently selected from thg/group consisting of: halo, -CN, -CO,R®, -CONH,,
-S0.CH;3, -C(R”)20H, -CHHa, -CH,CONH,, -CH,CO,C-salkyl, -NHCONHS, -

CO,CH,CH3

A # _CONH
NHCONH-oxetane, -ZONH-oxetane, ZS and K

B) six-membered mopfocyclic heteroaromatic ring containing one or two nitrogen
members unsybstituted or substituted with one or two members each
independentfy selected from the group consisting of: halo, -Cjsalkyl, -Cj.
shaloalky, -CN, -OH, -C(R®),0H, -CH,NH,, -C(R®),CN, -C(R%).CONH,, -
OCHAONH>, -OC;salkyl, -OCH.C(R®»,OH, -OCHacyclopropyl, -OC.
shffoalkyl, -CO;H, -CON(R®;, -N(R®), -NHCH,CF;, -NHCH(CHj)., -
HCH>CH>N(CHs)a, -NHCH-.CH,OH, -NHcyclopropyl, -NHCOCH;,
morpholinyl, pyrrolidin-3-ol, and azetidin-3-ol;
five-membered monocyclic heteroaromatic ring containing two, three, or four
nitrogen members unsubstituted or substituted with one or two members each
independently selected from the group consisting of halo, -C.alkyl, -C;.
shaloalkyl, -C(R%),0H, -N(R")», -NO», -CN, -CH,CN, -OC)salkyl, -CH,OCHs, -
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CH.CH.OH, -CHNH,, -CH,CONH,, -CO,Cjsalkyl, -CO.H, -CONH,, -
NHCOCH;, and cyclopropyl; and

D) five or six-membered ring selected from: 1,2-dihydro-pyridin-2-one, thiazole o
1,2-oxazole unsubstituted or substituted with one or two members

independently sclected from the group consisting of -CHj, and -NHp;

selected from the group consisting of -halo, -Cjsalkyl, -QCijalkyl, -
Ocyclopropyl, -O-oxctanc, -Ci-shaloakkyl, -OC;-shalealkyl, AON, -CH,OH, -
SO,CH;, or -N(CH;)2; R* is a member selected from the gro
salkyl and -C;shaloalkyl; and

each R? is independently selected from -H or -CHs;

consisting of -C;.

il wherein when Z is N, then;

R'is-H;

Y is -CHo-;

R? is 2 member selected from the group consistin
A) pheny! substituted with one or two&® members, where cach R? is independently

of: -CN, -CONHa, and -CO,C);alkyl;

eroaromatic ring containing one or two nitrogen

selected from the group consisti
B) six-membered monocyclic
members unsubstituted gpf substituted with a member selected from the group
consisting of: -CN, -Q€Cy.salkyl, -CONH,, -NHCH,CH.OH, -N(R"),, and -NH-
cyclopropyl;
C) five-membered plionocyclic heleroaromatic ring containing two or three nitrogen
members upBubstituled or substituted with one or two members each

independgfitly selected from the group consisting of -C)salkyl, -C,shaloalkyl, -

congfsting of: -Cl, -OC,;alkyl, or -OC;-3haloalkyl;
R* ig/C salkyl; and
efeh R? is independently selected from -H or -CHi;
and pharmaceutically acceptable salt of compounds of Formula (I), pharmaceutically
acceptable prodrugs of compounds of Formula (I); or pharmaceutically active metabolites of

compounds of Formula (I).
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36. The method of Claim 35, wherein Y is -CHa- and Z is CH.

37. A method of treating a disease, disorder, or medical condition mediated by a PDE4
enzyme, comprising administering to an animal in need of such treatment an effective amoun
of a chemical entity of claim 1 or claim 32.
38. The method of Claim 35, 36, or 37, wherein the disorder is selected from one or pfore of
(AAMI),

’s disease,

the group selected [rom Alzheimer’s Disease, Age Associated Memory Impairme
Age Associated Cognitive Decline, vascular dementia, delirium, Parkins
Huntington’s discase, Pick’s discasc, mental retardation, cerebrovascular disglise, an affective
disorder, psychotic disorders, neurotic disorders, attention deficit Alisorder, subdural
hematoma, normal-pressure hydrocephalus, brain tumor, stroke, cognyfive impairment due to
sleep deprivation, intellectual and developmental disabilitie; multipfe sclerosis; inflammatory

bowel disease; rheumatoid arthritis; COPD, asthma, allergyf rhinitis, pulmonary artery

ey

RY o l 2z
R3
Formula (1)

wherein:
Zis CHorN;

i} wherein when Z is
R’ is a member selecyfd from the group consisting of: -H, -Cy.salkyl and -C)_shaloalkyl;
Y is -C(R™):-, whefe each R is independently selected [rom the group consisting of: -H, -F, -

CHs, -Qff and -N(R")z;

R is a meffiber selected from the group consisting of:

) phenyl unsubstituted or substituted with one or two R members, where each R° is
independently selected from the group consisting of: halo, -CN, -COgRb, -CONH,,
-S0,CH;, -C(R"),0H, -CH:NH,, -CH,CONH3, -CH2CO,C-salkyl, -NHCONH,, -

CO,CH,CH3

:-g‘ f CONH,
NHCONH-oxetane, -CONH-oxetane, K and K

E
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B) six-membered monocyclic heteroaromatic ring containing one or two nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of: halo, -Cjsalkyl, -C
shaloalkyl, -CN, -OH, -C(R"),0H, -CH,NH,, -C(R®),CN, -C(R®),CONH/ -
OCH,CONH,, -OCpsalkyl, -OCH,C(R®.0H, -OCHjcyclopropyl, /-OC,.
shaloalkyl, -CO.H, -CON(R®), -N(R", -NHCH;CFs, -NHCH{ZHs),, -
NHCH,CH:N(CH3),,  -NHCH,CH,OH,  -NHeyclopropyl, HCOCHS,
morpholinyl, pyrrolidin-3-ol, and azctidin-3-ol;

C) five-membered monocyclic hetercaromatic ring containing Avo, three, or four
nitrogen members unsubstituted or substituted with one fr two members each
independently selected from the group consisting halo, -Cisalkyl, -Cy.
shaloalkyl, -C(R®),0H, -N(R%), -NO», -CN, -CH>(K, -OC,.alkyl, -CH,OCH;, -
CH,CH,OH, -CH;NH,, -CH;CONH,, -CO-¢isalkyl, -CO.H, -CONH,, -
NHCOCH;3, and cyclopropyl; and

D) [ive or six-membered ring selected [rom;/,2-dihydro-pyridin-2-one, thiazole or
1,2-oxazole unsubstituted or substitfied with one or two members each
independently sclected from the groyh consisting of -CHj, and -NHa;

R’ is phenyl or pyridine, each substituted/vith one or two members each independently
selected from the group Jonsisting of -halo, -Cisalkyl, -OC,jalkyl, -
Ocyclopropyl, -C;-shaloajyl, -OC,-3haloalkyl, -CN, -CH,OH, -SO.CHj3, or -
N(CHz)s; R? is a memb selected from the group consisting of -Cy.salkyl and -C;.
shaloalkyl; and

cach R® is independently sejfted from -H or -CHj;

1) wherein when Z ig/N, then;

R'is -H;

Y is -CH»-;

R? is a menp¥er selected from the group consisting of:
phenyl substituted with one or two R members, where each R? is independently
selected from the group consisting of: -CN, -CONHa, and -CO,Cy.salkyl;

B) six-membered monocyclic heteroaromatic ring containing one or two nitrogen

members unsubstituted or substituted with a member selected from the group
consisting of -CN, -0C; salkyl, -CONH,, -NHCH>CH,OH, -N(R"», and -NH-
cyclopropyl;
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C) five-membered monocyclic heteroaromatic ring containing two or three nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of -Cjsalkyl, -Cshaloalkyl,
CH,0R® -N(R"),, -NO3, -CO,CHj, -CON(R®),, or cyclopropyl; and

D) 1,2-oxazole optionally substituted with onc or two R® members;

R® pheny! substituted with one or two members each independently selected frompfhe group
consisting of: ~Cl, -OC;;alkyl, or -OC;-shaloalkyl;

R* is -Cjsalkyl; and

each R” is independently selected from -H or -CHj;

and pharmaceutically acceptable salt of compounds of Formulg/(I), pharmaceutically

acceptable prodrugs of compounds of Formula (T); or pharmaceutjfally active metabolites of

compounds of Formula (I).

40. The method of Claim 39, wherein Y is -CH,- and Z is CA.

41. A method for modulating PDE4 enzyme activity, cgfnprising exposing a PDE4 enzyme

1o an effective amount of a chemical entity of claim 1 Ar claim 32.

42. The method of claim 41, wherein said one Ar more PDE4 enzymes are in a human

subjcct.

43. The method of Claim 42, wherein said fluman subject is suffering from or is diagnosed

with a disease, disorder, or medical con

44. The method of Claim 43, wheres

ion mediated by PDE4 enzymatic activity.

said disease, disorder, or medical condition is of the
central nervous system selected/from the group consisting of age-associated memory
impairment, mild cognitive imgairment, Alzheimer’s disease, Parkinson’s disease, and Pick’s
discasc.
45. A method of treatjfg a neurological disorder, comprising administering to a subject in
need of such treatmepf an effective amount of a chemical entity of claim 1 or claim 32.

46. The mcthod of claim 45, wherein the disorder is sclected from the group consisting of a

47. The method of claim 46, wherein the psychiatric disorder is selected from the group

consisting of a mood disorder, psychotic disorder, and anxiety disorder.
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48. The method of claim 47, wherein the mood disorder is selected from the group consisting
of a depressive disorder, including a dysthymic disorder, major depressive disorder, mania,

bipolar disorders (I and II), and cyclothymic disorder.

induced psychotic disorder.
50. The method of claim 47, wherein the anxicty disorder is sclected Arom the group
consisting of panic disorder, specific phobia, social phobia, obsessive-gfmpulsive disorder,
generalized anxiety disorder, post-traumatic stress disorder; and acute fress disorder.

51. The method of claim 46, wherein the personality disorder if selected from the group
consisting of a disorder of Cluster A (odd or eccentric), fch as paranoid or schizoid
personality disorder; a disorder of Cluster B (dramatic, £motional, or erratic), such as
antisocial, borderline, or narcissistic personality disopder; and a disorder of Cluster C
(anxious or fearful), such as avoidant, dependent/or obsessive-compulsive personality
disorder.

52. The method of claim 46, wherein the sulfstance-related disorder is sclected from the
group consisting of an alcohol-related disgfer, a cocaine-related disorder, a hallucinogen-
related disorder, an inhalant-related disgfrder, a nicotine-related disorder, an opioid-related
disorder, a phencyclidine (or phencygfidine-like) related disorder, and a sedative-, hypnotic-,
or anxiolytic-related disorder.
53. A method of smoking cegfation, comprising administering to an animal in need thereof
of a chemical entity of clai
54. The method of claipg 53, wherein the dissociative disorder is selected from the group
consisting of depergfnalization disorder, dissociative ammnesia, and dissociative identity
disorder.
55. The methogof claim 46, wherein the eating disorder is selected from the group consisting
ol anorexiafiervosa and bulimia nervosa.

56. The Miethod of claim 46, wherein the sleep disorder is selected from the group consisting
of a pfimary sleep disorder, parasomnia, and restless legs syndrome.

5% The method of claim 46, wherein the developmental disorder is selected from the group
consisting of mental retardation, a learning disorder, a motor skill disorder, a communication
disorder, a pervasive developmental disorder, an attention-deficit or disruptive disorder, and a

tic disorder.
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58. The method of claim 57, wherein the pervasive developmental disorder is an autistic
disorder.

59. The method of claim 57, wherein the attention-deficit or disruptive disorder is a

attention-deficit hyperactivity disorder.

60. The method of claim 46, wherein the ncurodegencrative disorder is selected
group consisting of Alzheimer’s disease, Parkinson’s disease, Huntinglon’s digease, and
Amyotrophic lateral sclerosis (ALS).
61. The method of claim 60, wherein the ncurodegencrative disorder is Parkjfson’s discase.
62. The method of claim 46, wherein the neurodegenerative disorder # selected from the
group comsisting of a dyskinesia, a basal ganglia disease, 2 hypokinef disease, a movement
disorder, and neuronal damage.

63. The method of claim 62, wherein the neuronal damagg/is selected from the group
consisting of brain edema and ocular damage.

64. The method of claim 46, wherein the pain disorder j selected from the group consisting
of acule pain, chronic pain, severe pain, intractable pg#h, neuropathic pain, and post-traumatic
pain.
65. The method of claim 46, wherein the cgfonitive disorder is sclected from the group
consisting of age-associated memory impaighent (AAMI), mild cognitive impairment (MCI),
delirium, and dementia.

66. A method of treating Alzhgs

administering to an animal in nee

er’s disease or Parkinson’s disease, comprising
hereof an effective amount of a chemical entity of claim 1
or claim 32,

67. A mcthod of treating a ghgnitive disorder, comprising administering to an animal in nced
thereof an effective amo,
68. The method of

disordcr.

t of a compound, or derivative of claim 1 or claim 32,

im 67, wherein the cognitive disorder is an age-associated cognitive

impg#ment (MCT).

7). A method of treating a cognitive deficit associated with Parkinson’s disease, comprising
administering to an animal in need thereof an effective amount of a chemical entity of claim 1
or claim 32.

72. A method of treating a cognitive disorder, comprising:
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(a) providing cognitive training to a subject in need of treatment of a cognitive deficit under
conditions sufficient to produce an improvement in performance by said animal of a
cognitive function whose impairment is associated with said cognitive deficit;

(b) administering a chemical entity of claim 1 or claim 32 to the animal in conjunction
said cognitive training; and

(c) repeating steps (a) and (b) one or more times; whereby
the number of training sessions sufficient to produce the improvement in pegfOrmance are
reduced relative to the same improvement in performance produced by cgfenitive training
alone.

73. A method of treating a motor deficit, comprising:

(a) providing motor training to a subject in need of treatmegt of a motor deficit under
conditions sufficient to produce an improvement in perfrmance by said animal of a
motor function whose impairment is associated with gAid motor deficit;
(b) administering a chemical entity of claim/1 or claim 32 to the animal in
conjunction with said motor training; and
(¢) repeating steps (a) and (b) one or more Aimes: whereby
the number of training scssions sufficicyf to produce the improvement in performance
are reduced relative to the same igfprovement in performance produced by motor

training alone.
74. The method of claim 35-38, 42-73 wherein said subject is a human,
75. A method comprising:

a) administering a C augmenting agent to a non-human animal;
b) providing to gfid animal a training protocol under conditions to improve
performance by faid animal of one or more tasks, wherein said training protocol
comprises myfltiple training sessions; whereby the number of training sessions
nccessary yb improve said performance relative to the number of said training scssions
requiregto improve said performance in the absence of said CREB augmenting agent
are plduced,
erein said CREB augmenting agent 1s a chemical entity of claim 1 or claim 32.

76.

pgfformance of a single task.

e method of claim 75, wherein providing step b) is under conditions to improve

77. The method of claim 75, wherein said providing step b) is under conditions to improve

performance of a complex set of tasks.
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78. The method of claim 75, wherein said providing step b) is under conditions that improve
performance by said animal of related tasks that are not part of the training protocol.
79. The method of claim 75, wherein said non-human animal is a horse.

80. The method of claim 75, wherein said non-human animal is a dog.

81. The method of claim 75, wherein said onc or more tasks relate to a skill uscful/in law
enforcement.
82. The method of claim 81, wherein said skill includes one or more of the follfwing: public
order maintenance, scarch and rescuc, and contraband detcction.

83. The method of claim 75, wherein said one or more tasks relate to a gill useful in private
security.
84. The method of claim 75, wherein said one or more tasks relatefo a skill useful in service
to the handicapped.

85. The method of claim 75, wherein said one or more task#relate to a skill useful in health
care.

86. The method of claim 75, wherein said one or/more tasks relate to a skill uselul in
psychiatric assistance.

87. The mcthod of claim 75, wherein said one gf more tasks rclate to pest control.

88. The method of claim 75, wherein said £aining protocol is provided under conditions to
improve performance by said non-humay animal of a wide scope of tasks, thereby resulting
in a generalized improved function g one or more cognitive domains in said non-human
animal.
89. A method of augmentfg neurorchabilitation or neurorecovery from a cognitive
impairment, comprising (a) #roviding cognitive training to a subject in need of treatment of a
cognitive deficit under génditions sufficient to produce an improvement in performance by

said animal of a coghitive function whose impairment is associated with said cognitive

prising: (a) providing motor training to a subject in need of treatment of a motor deficit
nder conditions sufficient to produce an improvement in performance by said animal of a
motor function whose impairment is associated with said cognitive deficit; and (b)

administering a chemical entity of claim 1 or claim 32 to the subject in conjunction with said
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motor training; repeating steps (a) and (b) one or more times; thereby reducing the number of
training sessions sufficient to produce the improvement in performance, relative to the same
improvement in performance produced by motor training alone.

91. A method of providing neuroprotection, comprising administering to an animal in
thereof an cffective amount of a chemical entity as in ¢laim 1 or claim 32,

92. The method of any one of claims 75-91 wherein the animal or subject is a hum
93. A method of using a chemical entity as in claim 1 or claim 32 in metglfolic studies,
detection or imaging techniques, or radioactive treatment.
94. A chemical entity as in claim 1 or claim 32, further comprising an isobpic label.

95. The a chemical entity as in claim 94, wherein the isotopic label ingfudes at least one atom
selected from Hydrogen-2, Hydrogen-3, Carbon-11, Nitrogen-13
123.

luorine-18, and ITodine-

96. A method of treating a disorder selected from the ggfup consisting of inflammatory
bowel disease; rheumatoid arthritis, chronic obstructive ghlmonary disease (COPD), asthma,
allergic rhinitis, pulmonary artery hypertension; renyf diseases; allergic skin diseases, and
psoriasis, comprising administering to a subject A need thereof an effective amount of a
chemical entity as in claim 1 or claim 32.

97. The method of claim 96, wherein the di
98. The method of claim 96, wherein thefisorder is rheumatoid arthritis.

99. The method of claim 96, whereinfhe disorder is COPD.

rder is inflammatory bowel disease.

100. The method of claim 96, whefein the disorder is asthma.
101. The method of claim 96, yherein the disorder is allergic rhinitis.

102. The method of claim 98, whercein the disorder is pulmonary artery hypertension.
103. The method of clai
104. The method of

105. The method

96, wherein the disorder is a renal disease.

im 96, wherein the disorder is an allergic skin disease.

“claim 96, wherein the disorder is psoriasis.

106. The methgdl of any one of claims 97-105, wherein the animal or subject is a human,

108. A cheghical entity as in claim 33 or claim 34, wherein the chemical entity ol claim 1 or

110. The method of any one of claims 36-107, wherein the chemical entity of claim 1 or 32

is a compound of Formula (I).
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111. The method of any one of claims 36-107, wherein the chemical entity of claim 1 or 32
is selected from compounds of Formula (I) and pharmaceutically acceptable salts of
compounds of Formula (I).

112. The use of'a chemical entity of claims 1 or 32 in a method of treating stroke.
113. The use of claim 1, wherein the method of treating stroke is post-stroke rchabilj
114. A method ol post-stroke rehabilitation, comprising:
a, administering to a subject in need thereof a PDE4 inhibitor during refovery of the
subject from stroke;
b. providing training to the subject under conditions sufficient to igprove performance
of a neurological function whose impairment is due to said stroke;
c. repeating steps (a) and (b) one or more times, wherebf the amount of training
sufficient to improve said performance is reduced relative to thgf produced by training alone.
115.  The method of claim 114, wherein said PDE4 inhibjfor is a chemical entity of claims
1 or32.

116. The method of claim 114, wherein the impajpfment of the neurological {unction is a
motor deficit.
117. The method of claim 114, whercin thg/Aimpairment of the neurclogical function is a
cognitive deficit.
118. The method of claim 117, whyfein the cognitive deficit is a deficit in memory
formation.

119. The method of claim 11§/ wherein the deficit in memory formation is a deficit in
long-term memory formation.
120.  The mcthod of clai
the neurological functiop

121. The method

114, whercin the training comprises a battery of tasks dirccted to

claim 114, wherein said administering step (a) occurs in conjunction

uction in the number of training sessions.
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WHAT IS CLAIMED IS:

1. A chemical entity of Formula (I):

R1
N~

R“\OJ%Z

R3

Y 2

Formula (1)

wherein:

ZisCHorN;

i) wherein when Z is CH, then;

R'is a member selected from the group consisting of: -H, -Cj_salkyl and -C,.;haloalkyl;

Y is -C(R%);-, where each R” is independently selected from the group consisting of: -H, -F,
-CHs, -OH and -N(R")s;

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

A) phenyl unsubstituted or substituted with one or two R® members, where each R® is

B)

C)

independently selected from the group consisting of: halo, -CN, -CO,RY, -CONH,,
-SO,CHj, -C(R%),OH, -CH,NH,, -CH,CONH,, -CH,CO,C-3alkyl, -NHCONH,,
CO,CH,CH;,

f J;‘ CONH,
-NHCONH-oxetane, -CONH-oxetane, Zg and K

six-membered monocyclic heteroaromatic ring containing one or two nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of: halo, -Cjsalkyl,
-C)shaloalkyl, -CN, -OH, -C(R®),0H, -CH,NH,, -C(R®),CN, -C(R"),CONH,,
-OCH,CONHa,, -OCalkyl, -OCH,C(R"),0H, -OCHscyclopropyl,
-OC)_shaloalkyl, -CO,H, -CON(R®,, -N(R®),, -NHCH,CFs;, -NHCH(CHs),,
-NHCH;CH;N(CH3),,  -NHCH,CH-OH,  -NHcyclopropyl, = -NHCOCHs;,
morpholinyl, pyrrolidin-3-ol, and azetidin-3-ol;

five-membered monocyclic heteroaromatic ring containing two, three, or four
nitrogen members unsubstituted or substituted with one or two members each
independently selected from the group consisting of  halo, -Ci.salkyl,
-Cyshaloalkyl, -C(R",OH, -N(R, -NO, -CN, -CH,CN, -0Csalkyl,
-CH,OCHj;, -CH,CH>OH, -CH;NH,, -CH,CONH,, -CO,C,salkyl, -CO;H,
-CONH,, -NHCOCH3, and cyclopropyl; and
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D) five or six-membered ring selected from: 1,2-dihydro-pyridin-2-one, thiazole or
1,2-oxazole unsubstituted or substituted with one or two members each
independently selected from the group consisting of -CHj3, and -NHa;

R? is phenyl or pyridine, each substituted with one or two members each independently
selected from the group consisting of: -halo, -Cisalkyl, -OC.salkyl,
-Ocyclopropyl, -O-oxetane,-C;-shaloalkyl, -OC-shaloalkyl, -CN, -CH,OH,
-SO,CH3, or -N(CHa3)z;

R* is a member selected from the group consisting of -C_3alkyl and -C;.shaloalkyl; and

each R® is independently selected from -H or -CHs;

ii) wherein when Z is N, then;

R'is-H;

Y is -CH»-;

R” is a member selected from the group consisting of:

A) phenyl substituted with one or two R members, where each RY is independently
selected from the group consisting of: -CN, ~-CONH,, and -CO,C,.;alkyl;

B) six-membered monocyclic heteroaromatic ring containing one or two nitrogen
members unsubstituted or substituted with a member selected from the group
consisting of: -CN, -OC_alkyl, -CONH,, -NHCH,CH,0H, -N(R®),, and -NH-
cyclopropyl;

C) five-membered monocyclic heteroaromatic ring containing two or three nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of -C,salkyl, -C,shaloalkyl, -
CH,ORP -N(R®),, -NO,, -CO,CHs, -CO,N(R®),, and cyclopropyl; and

D) 1,2-oxazole optionally substituted with one or two R® members;

R’ is phenyl substituted with one or two members each independently selected from the
group consisting of: -Cl, -OC_zalkyl, or -OC,-shaloalkyl;

R is -Cy.zalkyl; and

each R is independently selected from -H or -CHj;

wherein the chemical entity is selected from the group consisting of compounds of Formula

(I), and pharmaceutically acceptable salts of compounds of Formula (I).

2. A chemical entity as in claim 1, wherein Z is CH.

3. A chemical entity as in claim 1, wherein Z is N.
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4. A chemical entity as in claim 2, wherein R' is selected from the group consisting of -H, -
CH;, and -CF;.

5. A chemical entity as in claim 3, wherein R is -H.

6. A chemical entity as in claim 2, wherein Y is selected from the group consisting of -CH,-,
-CH(F)-, -CH(OH)-, -C(OH)(CHj3)-, and -CH(CHj3)-.

7. A chemical entity as in claim 3, wherein Y is -CH,-.

: R°; where R® is a

member selected from the group consisting of: -F, -CN, -CO,H, -CONH,, -SO,CHj, -
C(CH;3),OH, -CH;NH,, -CH,CONH,, -CH,CO,CH;, -CH,CO,CH,CH;, -NHCONH,, -

8. A chemical entity as in claim 1, wherein Z is CH and R” is

CO,CH,CH;

;Zg and fKCONHz

NHCONH-oxetane, -CONH-oxetane, .

&

9. A chemical entity as in claim 2, wherein R?is \©\R°; and R° is selected from -F, -
CONH,, -CH>CONH,, -CH>NH,, -C(CH3).0H, -SO,CHj3, and -NHCONH,.
10. A chemical entity as in claim 3, wherein R’ is 4-cyanophenyl, 4-phenylamide or 4-
phenylcarboxylic acid methyl ester.
11. A chemical entity as in claim 1, wherein Z is CH and R” is selected from the group
consisting of pyridine, unsubstituted or substituted with one or two members each
independently selected from the group consisting of -F, -Cj.salkyl, -C;_shaloalkyl, -OC,.
salkyl, -OCHscyclopropyl, -CN, -N(Rb)z, -CH,NH,, -CH,OH, -CO;H, -CON(R")z, and -
C(CH;3),OH.

2!
12. A chemical entity as in claim 1, wherein Z is CH and R? is N R?: RY s selected from
the group consisting of: -CHs, -CFs;, -CN, -N(R), -CO,H, -CON(R),, -OC,salkyl, -
CH,NH,, -CH,OH, -C(CHj3),OH, -OCHscyclopropyl, and -OCH(CH3),.

A
13. A chemical entity as in claim 1, wherein Z is CH and R® is N RY; unsubstituted or
substituted with Rd; where RY is -CHs, -CF;, -NH,, -NHCHj; -N(CH;);, -CONH,, -
CONHCH3;, -CON(CHs)2, -OC.salkyl, -CH,0H, -C(CH3),0H, or -OCHscyclopropyl.
A

14. A chemical entity as in claim 3, wherein R?is ~ N” “R®: R¥ is .CN or -CONH,.
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15. A chemical entity as in claim 2, wherein R? is selected from the group consisting of
pyrazine, pyridazine and pyrimidine; where pyrazine is optionally unsubstituted or
substituted with -C,salkyl, -OCsalkyl, -N(R")z, or -NHCH,CH,OH; pyridazine is
optionally unsubstituted or substituted with -C,salkyl; and pyrimidine is optionally
substituted with a group consisting of: -H, -Cl, -Cysalkyl, -CN, -OH, -OC,salkyl, -OC;.
shaloalkyl, -CO.H, ~CON(R),, -C(R"),CONH,, -C(R"),0H, -C(R"),CN, -CH,CH,N(CHy),, -
OCH,C(R"),0H, -OCH,CONH,, -N(R"),, -NHCH,CF3, -NHCH(CHj3),, -NHCH,CH,0H, -
NHceyclopropyl, -NHCOCH 3, morpholinyl, pyrrolidin-3-ol, and azetidin-3-ol.

ffr\g
NT(Re)Lz

with one or two R® members, where each R° is independently -H, -Cl, -C)alkyl, -CN, -
OCHj;, -OCshaloalkyl, -CO;H, -CONH,, -C(R®),CONH, -C(R",OH, -C(R®),CN, -
CH,CH,N(CH;),, -OCH,C(R"),0H, -OCH,CONH,, -N(R),, -NHCH,CF3, -NHCH(CHs),, -
NHCH,;CH,OH, -NHcyclopropyl, -NHCOCHj3, morpholinyl, pyrrolidin-3-ol, and azetidin-3-

16. A chemical entity as in claim 2, wherein R?is , unsubstituted or substituted

ol.

Aoy
17. A chemical entity as in claim 3, wherein R® is N7 Ret , unsubstituted or substituted
with R®, where R® is -OCHs, -CN, -CONH,, -NH,, -NHCH;, -NHCH,CH,OH, -
NHcyclopropyl.

E‘S\(*N
18. A chemical entity as in claim 2, wherein R?is N Re , unsubstituted or substituted
with R, where R® is selected from: -H, -Cl, -CH3, -CN, -OH, -OCH;, -OCHF,, -NH,, -
NHCHj;, -N(CHj3),, -NHCH,CF3, -NHcyclopropyl, -C(CH3),OH, -CONH,, -CONHCH3, and
-CON(CHa),.
19. A chemical entity as in claim 2, wherein R? is selected from the group consisting of
imidazole, pyrazole, triazole, and tetrazole, where each is unsubstituted or substituted with
one or two members each independently selected from the group consisting of: -C1, -CHj, -
CHF,, -CF;, -CH,OH, -CH.CN, -CH,CONH,, -CH,CH,0H, -NH,, -NO,, -CN, -CO,C;-
salkyl, -CO,H, -CONH,, and -NHCOCH:3.
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AN
20. A chemical entity as in claim 2, wherein R* is R, and R" is a member selected from
the group consisting of: -H, -Cl, -CHs, -NO,, -NH,, -NHCOCHj;, -CH,0H, -CN, -CONHj,, -
COzH, and -COQCHQCH3.

AN
21. A chemical entity as in claim 1, wherein R? is R, and R' is a member selected from

the group consisting of: -H, -NH», and ~-CH,OH.

é’{N’%

—

N

22. A chemical entity as in claim 1, wherein R?is R® where R®is a member selected
from the group consisting of: -H, -CHj3, -CH,0H, -CONH,, and -NH,.
23. A chemical entity as in claim 2, wherein R? is 1H-tetrazole, 2H-tetrazole, 1,2-oxazole,
1,3-thiazole, optionally unsubstituted or substituted with a member independently selected
from the group consisting of: -CH3, -CH>OH, -CH,CH,0H, and -NH,.
24. A chemical entity as in claim 2, wherein R? is selected from the group consisting of
1,2,3-triazole and 1,2,4-triazole, each unsubstituted or substituted with a member
independently selected from the group comsisting of: -CHs, -CH,F, -CHF,, -CF;, -OCHa, -
OCH,CHj3, -CN, -CH;CN, -CH,CONH,, -C(R")OH, -CH,OCHs;, N(R"),, -NO,, -CO,CHj, -
CONHa, cyclopropyl and -CH,;NHo.
25. A chemical entity as in claim 1, wherein R? is sy , and R" is a member selected
from the group consisting of: -H, -CHs, -CF3, -CH,F, -CHF,, -OCHj3, -OCH,CH3, -CH,0H, -
C(CH;3),0OH, -CH,OCHj3, -NO,, -NH,, -NHCH3;, -N(CHj3),, -CN, -CH,CN, -CH,CONH,, -
CONH,, -C0O,CH3, and -cyclopropyl.

NN
26. A chemical entity as in claim 2, wherein R%is R"):N>, and R! is a member selected from
the group consisting of: -H, -CHs, -CF;, -OCH;, -CH»(OH), -C(CH;),0OH, -CH,OCHa, -
CO,CHs;, and -NO,.

A?{N’\NeN

27. A chemical entity as in claim 2, wherein R? is R¥, and R* is a member selected from

the group consisting of: -H, -CHs, -CF;, -CH,F, -CHF,, -OCH;, -OCH,CH3, -CH,OH, -
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C(CH,),0H, -CH;OCHs, -NO,, -NH;, -NHCHj3;, -N(CH3),, -CN, -CONH,, -CO,CHs, and -
cyclopropyl.

28. A chemical entity as in claim 2, wherein R is a member selected from the group

AR
consisting of: \©/ , where R™ is -Cl, -F, -CH3, -CHF,, -CF3, -CN, -OCH;, -CH,0H, -

k /O\C\ and S’QOW
OCH,CH3, -OCF3, -OCHF,, -N{CHs)z, -SO2CHj3, -OCH({CHzs),, o .

29. A chemical entity as in claim 2, wherein R® is a member selected from the group
consisting of: 3-chlorophenyl, 3-cyanophenyl, 3-fluorophenyl, 3-methylphenyl, 3-
(trifluoromethyl)phenyl, 3-methoxyphenyl, 3-ethoxyphenyl, 3-(trifluoromethoxy)phenyl, 3-
(difluoromethoxy)phenyl,  3-(difluoromethyl)phenyl, 3-(dimethylamino)phenyl,  4-
fluorophenyl, 4-chlorophenyl, 5-chloropyridin-3-yl, 3,4-difluorophenyl, 3,5-difluorophenyl,
(3-fluoro-5-methoxyphenyl,  3-chloro-4-fluorophenyl,  4-chloro-3-fluorophenyl,  3,4-
dichlorophenyl, 4-fluoro-3-methylphenyl, 4-fluoro-3-methoxyphenyl or 3-ethoxy-4-
fluorophenyl.

AR
|

30. A chemical entity as in claim 2, wherein R? is , substituted or unsubstituted
with R", where R" is a member selected from the group consisting of: -Cl, -CHs, -CF;, -
OCHj3;, -OCH;CHj, -OCHF,, -OCF; and -CN.

31. A chemical entity as in claim 2, wherein R* is a member selected from the group
consisting of -CHj, -CH,CHj3, -CH(CHj3),, and -CHF,.

32. A chemical entity, wherein the chemical entity is a compound selected from the group
consisting of:

5-({6-[3~(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl }methyl)pyrimidine-2-carbonitrile;
2-Chloro-5-{[5-(3-chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidine;
{2-[(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-

yl)amino]ethyl }dimethylamine;
2-Methoxy-3-(6-methoxypyridin-2-yl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
2-Methoxy-3-(3-methylphenyl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
2-Methoxy-3-(5-methylpyridin-3-yl)-5-(1H-1,2 4-triazol-1-ylmethyl)pyridine;
2-Methoxy-3-(2-methylpyridin-4-yl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
{3-[2-Methoxy-5-(1H-1,2 4-triazol-1-ylmethyl)pyridin-3-yl]phenyl } methanol;
3-(3-Methanesulfonylphenyl)-2-methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
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2-Methoxy-3-(4-methylpyridin-2-yl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
2-Methoxy-3-(6-methylpyridin-2-y1)-5-(1H-1,2,4-triazol- 1 -ylmethyl)pyridine;
2-(Difluoromethoxy)-3-(3-methylphenyl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl}methyl)pyrimidine-2-
carboxamide;

[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl}(4-fluorophenyl)methanol;
1-[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]-1-(4-fluorophenyl)ethan-1-ol;
[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl}(5-fluoropyridin-2-yl)methanol;
{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl](4-fluorophenyl)methyl } (methyl)amine;
[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl](4-fluorophenyl)methanamine;
{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl](4-fluorophenyl)methyl } dimethylamine;
3-(3-Chlorophenyl)-5-[fluoro(4-fluorophenyl)methyl]-2-methoxypyridine;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } benzoic acid;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylimethyl } pyrimidine-2-carbonitrile;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidine-2-carboxylic acid;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidine-2-carboxamide;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} pyrimidin-2-amine;
(4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } phenyl)urea;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } benzamide;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1H-pyrazol-4-ylmethyl)pyridine;
5-{[6-(Difluoromethoxy)-5-(3-methoxyphenyl)pyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yllmethyl} pyridin-2-amine;
1-(4-{[5-(3-Chloropheny!)-6-methoxypyridin-3-ylJmethyl } phenyl)-3-(oxetan-3-yl)urea;
3-(3-Chlorophenyl)-2-methoxy-5-[(6-methoxypyridin-3-yl)methyl]pyridine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } pyridin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } -N,N-dimethylpyridin-2-amine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } pyrimidine-2-carbonitrile;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl}-1,3-thiazol-2-amine;
(2-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)methanol;
5-{[5-(3-Fluorophenyl)-6-methoxypyridin-3-yljmethyl} pyrimidin-2-amine;
5-{[5-(3-Fluorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidine-2-carbonitrile;
5-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-(propan-2-yloxy)pyridin-3-yljmethyl } pyrimidin-2-amine;
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5-{[6-(Difluoromethoxy)-5-[3-(propan-2-yloxy)phenylpyridin-3-ylJmethyl} pyrimidin-2-
amine;
5-{[6-(Difluoromethoxy)-5-[3-(oxetan-3-yloxy)phenyl]pyridin-3-yljmethyl } pyrimidin-2-
amine;

N-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl jmethyl } pyrimidin-2-yl)acetamide;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(4-methanesulfonylphenyl)methyllpyridine;
5-{[6-(Difluoromethoxy)-5-(2-methoxypyridin-4-yl)pyridin-3-ylJmethyl } pyrimidin-2-amine;
5-({5-[2~(Difluoromethoxy)pyridin-4-yl}-6-methoxypyridin-3-yl }methyl)pyrimidin-2-amine;
2-[5-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl } methyl)pyrimidin-2-
yl]propan-2-ol;

3-(3-Chlorophenyl)-2-methoxy-5- {[6-(trifluoromethyl)pyridin-3-ylJmethyl } pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5- {[6-(propan-2-yloxy)pyridin-3-

yl]methyl } pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(6-propoxypyridin-3-yl)methyl]pyridine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl}- 1-methyl-1,2-dihydropyridin-2-one;
3-(3-Chlorophenyl)-2-methoxy-5-(pyridin-4-ylmethyl)pyridine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl} pyridine-2-carboxylic acid;
3-(3-Chlorophenyl)-2-methoxy-5-[(2-methoxypyrimidin-5-yl)methyl|pyrazine;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } -N-methylpyrimidin-2-amine;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl }-N-cyclopropylpyrimidin-2-amine;
3-(3-Chlorophenyl)-2-methoxy-5-[(1-methyl-1H-pyrazol-4-yl)methyljpyrazine;
(4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylmethyl } phenyl)methanamine;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyridin-2-amine;
3-(3-Chlorophenyl)-5-[(2,6-dimethylpyridin-4-yh)methyl]-2-methoxypyridine;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyridine-2-carbonitrile;
4-{[5-(3-chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyridine-2-carboxamide;
3-(3-Chlorophenyl)-2-methoxy-5-(pyridin-3-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1,3-thiazol-5-ylmethyl)pyridine;
3-(3-Chlorophenyl)-5-[(dimethyl-1,3-thiazol-5-yl)methyl]-2-methoxypyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(6-methoxy-5-methylpyridin-3-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1,3-thiazol-5-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[ (dimethyl-1,3-thiazol-5-yl)methyljpyridine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } pyridine-3-carboxamide;
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(5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } pyridin-3-
yl)methanamine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(6-methylpyridin-3-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(2-methyl-1,3-thiazol-5-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1,3-thiazol-2-ylmethyl)pyridine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl }-2-methylpyrimidine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -2-methoxypyrimidine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -N-(propan-2-yl)pyrimidin-2-amine;
5-{[5-(3-Chloropheny!)-6-methoxypyridin-3-ylJmethyl } pyrimidine;
3-(3-Chlorophenyl)-2-methoxy-5-[(1-methyl-1H-pyrazol-4-yl)methyl|pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-pyrazol-4-ylmethyl)pyridine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -N-methylpyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } -N-cyclopropylpyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl }-N,N-dimethylpyrimidin-2-amine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl} -N-(2,2,2-trifluoroethyl)pyrimidin-2-
amine;
Methyl 4- {[6-(3-chlorophenyl)-5-methoxypyrazin-2-ylJmethyl }benzoate;
4-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } benzonitrile;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yl]methyl } pyrimidin-2-amine;
3-(3-Chlorophenyl)-5-[(4-fluorophenyl)methyl]-2-methoxypyridine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl}methyl } pyrimidin-2-amine;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } pyridine-2-carboxamide;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylimethyl } -N-cyclopropylpyrimidin-
2-amine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl Jmethyl } -2-methoxypyrimidine;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl Jmethyl } -N-methylpyrimidin-2-
aming;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-N-(2,2,2-
trifluoroethyl)pyrimidin-2-amine;
3-(3-Chlorophenyl)-2-methoxy-5-(1,2-0xazol-4-ylmethyl)pyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-(1,2-0xazol-4-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1,2-0xazol-4-ylmethyl)pyridine;
3-(3-Chlorophenyl)-5-[(dimethyl-1,2-0xazol-4-yl)methyl]-2-methoxypyrazine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(dimethyl-1,2-oxazol-4-yl)methyl]pyridine;
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Methyl 2-(4-{[5-(3-chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } phenyl)acetate;
Ethyl 1-(4-{[5-(3-chlorophenyl)-6-(difluoromethoxy)pyridin-3-

yllmethyl} phenyl)cyclopropane-1-carboxylate;
3-(3-Chlorophenyl)-5-{[6-(cyclopropylmethoxy)pyridin-3-yl jmethyl }-2-
(difluoromethoxy)pyridine;

5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl} methyl)pyridine-2-carbonitrile;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl }methyl)pyrimidin-2-amine;
5-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl} pyrimidin-2-amine;
5-({6-[3-(Difluoromethoxy)phenylj-5-methoxypyrazin-2-yl}methyl)pyrimidin-2-amine;
5-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl ymethyl)pyrimidine-2-
carbonitrile;

5-{[6-(3-Chlorophenyl!)-5-ethoxypyrazin-2-yl|methyl } pyrimidine-2-carbonitrile;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(pyridin-2-ylmethyl)pyridine;
2-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } pyrazine;
6-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } pyridazin-3-amine;
3-(3-Chlorophenyl)-2-methoxy-6-methyl-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
4-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yl|methyl } benzamide;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl jmethyl } pyridine-2-carboxamide;
5-{[6-(Difluoromethoxy)-5-(3-methoxyphenyl)pyridin-3-yljmethyl } pyrimidine-2-
carboxamide;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyridine-2-carboxamide;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } pyrimidine-2-carboxamide;
5-{[5-(3-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidine-2-carboxamide;
5-({5-[3-(Difluoromethoxy)phenyl]-6-ethoxypyridin-3-yl }methyl)pyrimidine-2-
carboxamide;

5-({5-[2-(Difluoromethoxy)pyridin-4-yl}-6-methoxypyridin-3-yl methyl)pyrimidine-2-
carboxamide;

5-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl }methyl)pyrimidine-2-
carboxamide;

5-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl } methyl)pyrimidine-2-
carboxamide;
5-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } pyrimidine-2-carboxamide;
5-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl }methyl)pyridine-2-carboxamide;
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5-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl} methyl)pyrimidine-2-
carboxamide;
5-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl } pyrimidine-2-carboxamide;
Methyl 1-{[6-(3-chlorophenyl)-5-methoxypyrazin-2-ylJmethyl}-1H-1,2,4-triazole-3-
carboxylate;
3-(3-Chlorophenyl)-5-[(3-cyclopropyl-1H-1,2,4-triazol-1-yl)methyl]-2-
(difluoromethoxy)pyridine;
3-(3-Fluorophenyl)-2-methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-1,2,4-triazol-1 -ylmethyl)pyrazine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methyl-1H-1,2 4-triazol-1-yl)methyl|pyrazine;
3-(3-Chlorophenyl)-5-[(3-cyclopropyl-1H-1,2,4-triazol-1-yl)methyl]-2-methoxypyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-(propan-2-yloxy)-5-(1H-1,2 4-triazol-1-ylmethyl)pyridine;
3-[2-Methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)pyridin-3-yljbenzonitrile;
2-Methoxy-5-(1H-1,2,4-triazol-1-ylmethyl)-3-[3-(trifluoromethoxy)phenyljpyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methyl-4H-1,2, 4-triazol-4-yl)methylpyridine;
3-(3,5-Difluorophenyl)-2-methoxy-5-(1H-1,2,4-triazol- 1 -ylmethyl)pyridine;
Methyl 1-{[5-(3-chlorophenyl)-6-methoxypyridin-3-yl]methyl}-1H-1,2,4-triazole-5-
carboxylate;
Methyl 1-{[5-(3-chlorophenyl)-6-methoxypyridin-3-yljmethyl}-1H-1,2 4-triazole-3-
carboxylate;
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methyl-1H-1,2, 4-triazol-1-yl)methyl]pyridine;
3-[3-(Difluoromethyl)phenyl]-2-methoxy-5-(1H-1,2,4-triazol- 1 -ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-pyrazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-{[3-(trifluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl}pyridine;
3-(3-Chlorophenyl)-5-[(3-cyclopropyl-1H-1,2 4-triazol-1 -yl)methyl]-2-methoxypyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(3-methyl-1H-1,2,4-triazol-1-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-{[4-(trifluoromethyl)-1 H-imidazol-1-yl)methyl } pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[ 1-(1H-1,2.4-triazol-1-yl)ethyl |pyridine;
3-(3-Fluorophenyl)-2-methoxy-5-[(3-methyl-1H-1,2 4-triazol-1-yl)methyl|pyridine;
3-(3-Chlorophenyl)-2-ethoxy-5- {[3-(trifluoromethyl)-1H-1,2,4-triazol- 1 -yl jmethyl } pyridine;
3-(3-Chlorophenyl)-2-ethoxy-5- {[ 5-(trifluoromethyl)-1H-1,2,4-triazol-1-ylJmethyl } pyridine;
268



3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(4-methyl-1H-imidazol-1-yl)methyl]pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5-[(3-methyl-1H-1,2,4-triazol-1-
yDmethyl]pyridine;
1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylmethyl } -1H-1,2 4-triazole-3-
carbonitrile;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-{[3-(methoxymethyl)-1H-1,2,4-triazol-1-
ylJmethyl}pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-{[5-(methoxymethyl)-1H-1,2 4-triazol-1-
ylJmethyl} pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5- {[3-(trifluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl} pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-methoxy-5- {[ 5-(trifluoromethyl)-1H-1,2,4-triazol-1 -
yl]methyl} pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(1H-1,2,3,4-tetrazol-1-ylmethyl)pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-(2H-1,2,3 4-tetrazol-2-ylmethyl)pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(trifluoromethyl)-1H-1,2,4-triazol-1-
ylJmethyl}pyridine;
3-[3-(Difluoromethoxy)phenyt]-2-ethoxy-5-{[5-(trifluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl} pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5- {[3-(methoxymethyl)-1H-1,2,4-triazol-1-
ylJmethyl} pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5- {[5-(methoxymethyl)-1H-1,2 4-triazol-1-
yl]methyl} pyridine;
5-[(4-Chloro-1H-pyrazol-1-yl)ymethyl]-3-[3-(difluoromethoxy)phenyl]-2-methoxypyridine;
1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl }-1 H-pyrazole-3-carboxamide;
Ethyl 1-{[5-(3-chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -1 H-pyrazole-4-carboxylate;
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -1 H-pyrazole-4-carbonitrile;
2-Methoxy-3-(pyridin-4-yl)-5-(1H-1,2,4-triazol- 1 -ylmethyl)pyridine;
N-(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } - H-pyrazol-4-yl)acetamide;
3-(3-Chlorophenyl)-5-(1H-imidazol-1-ylmethyl)-2-methoxypyridine;
2-(Difluoromethoxy)-3-(3-fluorophenyl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
2-(Difluoromethoxy)-3-(3-methoxyphenyl)-5-(1H-1,2,4-triazol-1-ylmethyl)pyridine;
2-(Difluoromethoxy)-5-(1H-1,2,4-triazol-1-ylmethyl)-3-[3-
(trifluoromethoxy)phenyl]pyridine;
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1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl}-1,2-dihydropyridin-2-one;
5-[(4-Chloro-1H-pyrazol-1-yl)methyl]-3-(3-chlorophenyl)-2-methoxypyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-methyl-1H-pyrazol-1-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-nitro-1H-pyrazol-1-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-nitro-1H-pyrazol-1-yl)methyl|pyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-pyrazol-1-ylmethyl)pyrazine;
3-(3-Chlorophenyl)-5-(1H-imidazol-1-ylmethyl)-2-methoxypyrazine;
3-(3-Chlorophenyl)-2-methoxy-5-[(4-methyl-1H-pyrazol-1-yl)methyl |pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-[(3-methyl-1H-1,2,4-triazol-1-
yDmethyl]pyrazine;

5-[(3-Cyclopropyl-1H-1,2 4-triazol- 1-yl)methyl]-3-[3-(difluoromethoxy)phenyl]}-2-
ethoxypyrazine;

3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5- {[3-(trifluoromethyl)-1H-1,2,4-triazol-1-
yl]methyl}pyrazine;

3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5- {[ 5-(trifluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl} pyrazine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(methoxymethyl)-1H-1,2,4-triazol-1-
ylmethyl}pyrazine;

3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5- {[5-(methoxymethyl)-1H-1,2,4-triazol-1-
yl]methyl} pyrazine;

Methyl 1-((6-(3-(difluoromethoxy)phenyl)-5-ethoxypyrazin-2-yl)methyl)-1H-1,2,4-triazole-
3-carboxylate;

Methyl 1-((6-(3-(difluoromethoxy)phenyl)-5-ethoxypyrazin-2-yl)methyl)-1H-1,2,4-triazole-
5-carboxylate;
3-(3-(Difluoromethoxy)phenyl)-2-ethoxy-5-((3-nitro-1H-1,2,4-triazol-1-yl)methyl)pyrazine;
3-(3-(Difluoromethoxy)phenyl)-2-ethoxy-5-((5-nitro-1H-1,2,4-triazol-1-yl)methyl)pyrazine;
Methyl 1-{[6-(3-chlorophenyl)-5-methoxypyrazin-2-yljmethyl}-1H-1,2 4-triazole-5-
carboxylate;

Methyl 1-({6-[3-(difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl }methyl)-1H-1,2 4-
triazole-3-carboxylate;

Methy! 1-{[6-(3-chlorophenyl)-5-ethoxypyrazin-2-ylimethyl}-1H-1,2,4-triazole-3-
carboxylate;

1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } - 1H-imidazole-4-
carboxamide;
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(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl }-1H-1,2 4-triazol-3-yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl}-1H-1,2,4-triazol-3-
yDmethanol;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-ethoxypyridin-3-yl }methyl)-1H-1,2,4-triazol-3-
yl]methanol;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl }methyl)-1H-1,2,4-triazol-3-
yl]lmethanol;
(1-((5-(3-Chlorophenyl)-6-ethoxypyridin-3-yl)methyl)-1H-1,2,4-triazol-3-yl)methanol;
(1-{[6-(Difluoromethoxy)-5-(3-ethoxyphenyl)pyridin-3-ylJjmethyl } -1H-1,2,4-triazol-3-
yl)methanol;
[1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl }methyl)-1H-1,2,4-triazol-
3-yl]methanol;
[1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl jmethyl)- 1H-1,2 4-triazol-3-
yl]Jmethanol;
(1-{[6-(Difluoromethoxy)-5-[2-(difluoromethoxy)pyridin-4-ylJpyridin-3-ylJmethyl } -1 H-
1,2,4-triazol-3-yl)methanol;
[1-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl }methyl)-1H-1,2,4-triazol-3-
yl]methanol;
[1-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl}methyl)-1H-1,2,4-triazol-5-
yl]methanol;
(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-yljmethyl } -1H-1,2 4-triazol-5-yl)methanol;
[1-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl }methyl)-1H-1,2,4-triazol-3-
yl]methanol;
(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl } -1H-1,2,4-triazol-3-yl)methanol;
3-(3-Chlorophenyl)-2-methoxy-5-[(3-methoxy-1H-1,2,4-triazol-1-yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(3-methoxy-1H-1,2 4-triazol-1-
yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(5-methoxy-1H-1,2,4-triazol-1-
yl)methyl]pyridine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-[(3-ethoxy-1H-1,2,4-triazol-1-yl)methyl Jpyridine;
1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl}methyl)-1H-1,2,4-triazol-3-
amine;
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl }-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl }-1H-1,2,4-triazol-3-amine;
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1-{[5-(3-Fluorophenyl)-6-methoxypyridin-3-yljmethyl }-1H-1,2,4-triazol-3-amine;
1-{[6-Methoxy-5-(3-methoxyphenyl)pyridin-3-ylJmethyl } -1H-1,2 4-triazol-3-amine;
1-{[6-Methoxy-5-(3-methylphenyl)pyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-amine;
3-{5-[(3-Amino-1H-1,2,4-triazol-1-yl)methyl]-2-methoxypyridin-3-yl } benzonitrile;
[-{[5-(3-Ethoxyphenyl)-6-methoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Cyclopropoxyphenyl)-6-methoxypyridin-3-ylJmethyl } -1H-1,2,4-triazol-3-amine;
1-({5-[3-(Difluoromethoxy)phenyl}-6-ethoxypyridin-3-yl ymethyl)-1H-1,2 ,4-triazol-3-amine;
1-{[6-(Difluoromethoxy)-5-(3-methoxyphenyl)pyridin-3-ylJmethyl } -1H-1,2 4-triazol-3-
amine;

1-{[5-(5-Chloropyridin-3-yl)-6-methoxypyridin-3-yllmethyl }-1H-1,2,4-triazol-3-amine;
1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl methyl)-1H-1,2,4-triazol-3-
amine;

1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl ymethyl)-1H-1,2,4-triazol-3-
amine;

1-{[6-(Difluoromethoxy)-5-[2-(difluoromethoxy)pyridin-4-yl)pyridin-3-yl Jmethyl } - 1H-
1,2.,4-triazol-3-amine;

1-({5-[3~(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl }methyl)-1H-pyrazol-3-amine;
1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl }methyl)-1H-pyrazol-5-amine;
4-Chloro-1-{[ 5-(3-chlorophenyl)-6-ethoxypyridin-3-ylJmethyl }-1 H-pyrazol-3-amine;
4-Chloro-1-{[5-(3-chlorophenyl)-6-ethoxypyridin-3-yljmethyl }-1 H-pyrazol-5-amine;
1-{[6~(3-Chlorophenyl)-5-methoxypyrazin-2-ylmethyl }-1 H-pyrazol-4-amine;
1-((6-(3-(Difluoromethoxy)phenyl)-5-ethoxypyrazin-2-yl)methyl)-1H-1,2,4-triazol-3-amine;
1-{[5-(3-Chloropheny!)-6-(difluoromethoxy)pyridin-3-yljmethyl}-N-methyl-1H-1,2 4~
triazol-3-amine;

1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl }-N,N-dimethyl-1H-1,2,4-
triazol-3-amine;

(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl Jmethyl } - 1H-1,2,4-triazol-3-
yl)methanamine;

1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl]methyl }-1H-1,2,4-triazole-3-carboxamide;
4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl }-N-(oxetan-3-yl)benzamide;
5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } -N-methylpyridine-2-
carboxamide;

1-(4-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl } phenyl)cyclopropane-1-
carboxamide;
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2-(4-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yljmethyl} phenyl)acetamide;
2-(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)propan-2-
ol;
2-(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-5-yl)propan-2-
ol;
2-(4-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)propan-2-ol;
2-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyridin-2-yl)propan-2-ol;
2-(5-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-yl Jmethyl } pyridin-2-yl)propan-2-
ol;
3-[3-(Difluoromethoxy)phenyl]-5-{[3-(fluoromethyl)-1H-1,2,4-triazol-1-ylJmethyl } -2~
methoxypyridine;
3-[3-(Difluoromethoxy)phenyl}-2-ethoxy-5-{[4-(fluoromethyl)-1H-1,2,3-triazol-1-
yllmethyl } pyridine;
2-(Difluoromethoxy)-3-(3-ethoxyphenyl)-5- {[3-(fluoromethyl)-1H-1,2,4-triazol-1-
yljmethyl } pyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-5-{[3-(fluoromethyl)-1H-1,2,4-triazol-1-yl Jmethyl } -2-
methoxypyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-{[3-(fluoromethyl)-1H-1,2,4-triazol-1-
ylJmethyl} pyrazine;
3-(3-Chlorophenyl)-5-{[3-(fluoromethyl)-1H-1,2,4-triazol-1-ylJmethyl } -2-methoxypyrazine;
3-(3-Chlorophenyl)-2-(difluoromethoxy)-5-{[3-(difluoromethyl)-1H-1,2,4-triazol-1-
yllmethyl }pyridine;
3-[3-(Difluoromethoxy)phenyl]-5-{[3-(difluoromethyl)-1H-1,2,4-triazol- 1-yl jmethyl } -2-
ethoxypyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-5-{[3-(difluoromethyl)-1H-1,2,4-triazol- 1 -yl Jmethyl } -
2-methoxypyridine;
3-(3-Chlorophenyl)-2-methoxy-5-(1H-1,2,3-triazol-1-ylmethyl)pyridine;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-ethoxypyridin-3-yl }methyl)-1H-1,2,3-triazol-4-
yl]methanol;
(1-((6-(Difluoromethoxy)-5-(3-ethoxyphenyl)pyridin-3-yl)methyl)-1H-1,2,3-triazol-4-
yl)methanol;
[1-({6-[3-(Difluoromethoxy)phenyl]-5-ethoxypyrazin-2-yl} methyl)-1H-1,2,3-triazol-4-
yl]methanol;
(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl }-1H-1,2,3-triazol-4-yl)methanol;
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[1-({6-[3-(Difluoromethoxy)phenyl]-5-methoxypyrazin-2-yl ymethyl)-1H-1,2,3-triazol-4-
yllmethanol;
(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl }-1H-1,2,3-triazol-4-yl)methanol;
3-[3-(Difluoromethoxy)phenyl]-5-{[4-(difluoromethyl)-1H-1,2,3-triazol-1-yl methyl} -2-
ethoxypyridine;
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } - 1 H-pyrazole-4-carboxylic acid,
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -1 H-pyrazole-4-carboxamide;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl}methyl)- 1 H-pyrazol-4-
ylJmethanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } -1H-imidazol-5-
yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl } -1H-imidazol-4-
yl)methanol;
[1-({5-[3-(Difluoromethoxy)phenyl]-6-methoxypyridin-3-yl }methyl)-1H-pyrazol-3-
yl]methanol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl }-1H-pyrazol-4-yl)methanol;
(4-Chloro-1-{[ 5-(3-chlorophenyl)-6-ethoxypyridin-3-yljmethyl} - 1 H-pyrazol-3-yl)methanol;
(4-Chloro-1-{[5-(3-chlorophenyl)-6-ethoxypyridin-3-ylJmethyl } - H-pyrazol-5-yl)methanol;
4-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl }benzoic acid;
(1-((6-Ethoxy-5-(2-fluorophenyl)pyridin-3-yl)methyl)-1H-1,2,4-triazol-3-yl)methanol;
5-((5-(3.,4-Difluorophenyl)-6-propoxypyridin-3-yl)methyl)pyrimidin-2-amine;
5-((5-(3-Chloro-4-fluorophenyl)-6-ethoxypyridin-3-yl)methyl)pyrimidin-2-amine;
2-(4-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)phenyl)acetamide;
2-(5-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)acetamide;
5-{[5-(3-Chloro-4-fluorophenyl)-6-methoxypyridin-3-ylimethyl } pyrimidine-2-carboxamide;
2-[(5-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl} pyrimidin-2-yl)amino]ethan-1-ol;
2-(5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidin-2-yl)-2-
methylpropanenitrile;
2-(1-{[5-(3-Chlorophenyl)-6-(difluoromethoxy)pyridin-3-ylJmethyl }-1H-1,2 4-triazol-3-
yl)acetonitrile;
3-(3-Chlorophenyl)-5-[(5-ethoxypyridin-2-yl)methyl]-2-methoxypyridine;
5-{(5-(3-Chlorophenyl)-6-methoxypyridin-3-yDmethyl)pyrazin-2-amine;
5-((5-(3-Chloro-4-fluorophenyl)-6-methoxypyridin-3-yl)methyl)pyrazin-2-amine;
2-((5-(3-Chlorophenyl)-6-methoxypyridin-3-ylymethyl)-5-ethoxypyrazine;
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2-((5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrazin-2-yl)amino) ethanol;
3-(3-Chlorophenyl)-2-methoxy-5-((5-methyl-1H-tetrazol-1-yl)methylpyridine;
4-(5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)pyrimidin-2-yl)morpholine;
5-((6-(3,4-difluorophenyl)-5-ethoxypyrazin-2-yl)methyl)pyrimidin-2-amine;
2-((5-((6-(3,4-difluorophenyl)-5-ethoxypyrazin-2-yl )methyl)pyrimidin-2-yl)amino)ethanol;
2-(1-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)- 1 H-tetrazol-5-yl)ethanol;
2-Ethoxy-3-(4-fluorophenyl)-5-((5-methyl-1H-tetrazol-1-yl)methyl)pyridine;
2'-(Difluoromethoxy)-5-((4-(difluoromethyl)-2-methyl-1H-imidazol-1-yl)methyl)-2-
methoxy-3,4'-bipyridine;
2-((5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidin-2-yl)oxy)acetamide;
(5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidin-2-yl)methanol;
(1-((5-(3-Chlorophenyl)-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-1H-1,2,4-triazol-3-
yl)methanol;
5-((2'-(Difluoromethoxy)-2-methoxy-[3,4'-bipyridin}-5-yl)methyl)-3-fluoropyridin-2-amine;
5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidin-2-ol;
2-((5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)pyrimidin-2-yl)oxy)ethanol;
5-((5-(3-Chlorophenyl)-6-methoxypyridin-3-yl)methyl)-2-(difluoromethoxy)pyrimidine;
5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -3-methylpyridazine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-2-ethoxy-5-[(5-fluoropyridin-3-yl)methyl]pyridine;
1-{[5-(2-Cyanopyridin-4-yl)-6-methoxypyridin-3-yljmethyl } -1H-pyrazole-3-carboxamide;
1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } - 1H-pyrazole-3-carboxamide;
1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl }methyl)- 1 H-pyrazole-3-
carboxamide;
1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl } -1 H-imidazole-4-carboxamide;
1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-ethoxypyridin-3-yl methyl)- 1 H-imidazole-4-
carboxamide;
1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl } -1 H-imidazole-4-carboxamide;
[-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-ylJmethyl }-1 H-pyrazole-3-carboxamide;
1-{[6-(3,4-Difluorophenyl)-5-ethoxypyrazin-2-ylJmethyl } -1 H-imidazole-4-carboxamide;
[1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl }methyl)-2-methyl-1H-
imidazol-4-ylJmethanol;
[1-({5-[2-(Difluoromethoxy)pyridin-4-yl]-6-methoxypyridin-3-yl }methyl)-5-methyl-1H-
pyrazol-3-ylimethanol;
1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylimethyl } -5-methyl- 1 H-pyrazol-3-amine;
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1-[(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl |methyl } pyrimidin-2-yl)oxy]-2-
methylpropan-2-ol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethy! }-2-methyl-1 H-imidazol-5-
yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-yllmethyl}-3-methyl-1 H-pyrazol-5-yl)methanol;
(1-{[5-(3-Chlorophenyl}-6-(diflucromethoxy)pyridin-3-yljmethyl } -2-methyl-1 H-imidazol-4-
yl)methanol;
(1-{[6-(3-Chlorophenyl)-5-methoxypyrazin-2-ylJmethyl } -2-methyl-1 H-imidazol-4-
ylmethanol;
(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-yl|methyl } -5-methyl-1H-pyrazol-3-yl)methanol;
(1-{[6-(3-Chlorophenyl)-5-ethoxypyrazin-2-yljmethyl } -2-methyl-1H-imidazol-4-
yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-yl jmethyl } -5-methyl-1H-pyrazol-3-yl)methanot;
(1-{[5-(3-Chlorophenyl)-6-ethoxypyridin-3-ylJmethyl }-2-methyl-1H-imidazol-4-
yhmethanol;
(1-{[6-Ethoxy-5-(3-methoxyphenyl)pyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(4-Chlorophenyl)-6-ethoxypyridin-3-ylimethyl }-1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(5-Chloropyridin-3-yl)-6-ethoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)methanol,
(1-{[5-(3,4-Dichlorophenyl)-6-ethoxypyridin-3-ylJmethyl }-1H-1,2 4-triazol-3-yl)methanol,
(1-{[6-Ethoxy-5-(4-fluoro-3-methylphenyl)pyridin-3-yl)methyl }-1H-1,2,4-triazol-3-
yl)methanol;
[1-({6-Ethoxy-5-[3-(trifluoromethyl)phenyl]pyridin-3-yl }methyl)-1H-1,2,4-triazol-3-
yl]methanol;
[1-({6-Ethoxy-5-[3-(trifluoromethoxy)phenyl]pyridin-3-yl }methyl)-1H-1,2,4-triazol-3-
yl]methanol;
(1-{[6-Ethoxy-5-(3-ethoxyphenyl)pyridin-3-yljmethyl }-1H-1,2,4-triazol-3-yl)methanol;
[1-({5-[3-(Dimethylamino)phenyl]-6-ethoxypyridin-3-yl ymethyl)-1H-1,2,4-triazol-3-
yljmethanol;
(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(3-Chloro-4-fluorophenyl)-6-ethoxypyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-
yl)methanol;
(1-{[5-(3,5-Difluorophenyl)-6-ethoxypyridin-3-yl jmethyl } -1H-1,2,4-triazol-3-yl )methanol;
[1-({6-Ethoxy-5-[2-(trifluoromethyl)pyridin-4-yl]pyridin-3-yl methyl)-1H-1,2 4-triazol-3-
ylJmethanol;
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(1-{[5-(3,4-Difluorophenyl)-6-ethoxypyridin-3-ylJmethyl } -1H-1,2 4-triazol-3-yl)methanol;
(1-{[6-Ethoxy-5-(3-fluorophenyl)pyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)methanol;
(1-{[6-Ethoxy-5-(4-fluorophenyl)pyridin-3-ylJmethyl }-1H-1,2,4-triazol-3-yl)methanol;
(1-{[5-(4-Fluoro-3-methoxyphenyl)-6-methoxypyridin-3-yl jmethyl } -2-methyl-1H-imidazol-
4-yl)methanol;

(1-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl } -2-methyl-1 H-imidazol-4-
yl)methanol;

(1-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-ylJmethy! } -2-methyl- 1 H-imidazol-4-
yl)methanol;

(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -2-methyl-1 H-imidazol-4-
yl)methanol;

4-{5-[(2-Aminopyrimidin-5-yl)methyl]-2-methoxypyridin-3-yl} pyridine-2-carbonitrile;
2-(5-{[5-(3-Chlorophenyl)-6-(2,2-difluoroethoxy)pyridin-3-yljmethyl } pyrimidin-2-
yl)acetonitrile;

5-{[5-(2-Ethoxypyridin-4-y1)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-amine;
5-{[6-Ethoxy-5-(4-fluorophenyl)pyridin-3-yljmethyl } pyrimidin-2-amine;
5-{[5-(4-Chlorophenyl)-6-ethoxypyridin-3-yl}methyl } pyrimidin-2-amine;
5-{[6-Ethoxy-5-(4-fluoro-3-methylphenyl)pyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(3,4-Difluorophenyl)-6-ethoxypyridin-3-yllmethyl } pyrimidin-2-amine;
5-{[5-(4-Fluoro-3-methoxyphenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(3-Ethoxy-4-fluorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-amine;
3-{5-[(2-Aminopyrimidin-5-yl)methyl]-2-methoxypyridin-3-yl } benzonitrile;
5-{[5-(4-Fluoro-3-methylphenyl)-6-methoxypyridin-3-yl]Jmethyl } pyrimidin-2-amine;
2-(5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)acetonitrile;
5-{[5-(3-Chloro-4-fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-amine;
2-(4-{[5~(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl } phenyl)acetamide;
2-(4-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)acetamide;
2-(4-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)acetamide;
2-(5-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-

yl)acetamide;
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2-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-y1)-2-
methylpropanamide;
2-(5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-yl)acetamide;
2-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)acetamide;
2-(5-{[5-(3-Chlorophenyl)-6-(2,2,2-trifluoroethoxy)pyridin-3-yllmethyl } pyrimidin-2-
yl)acetamide;
2-(5-{[5-(3-Chlorophenyl)-6-(2,2-difluoroethoxy)pyridin-3-yl imethyl } pyrimidin-2-
yl)acetamide;
2-(1-{[5-(3-Chlorophenyl}-6-(difluoromethoxy)pyridin-3-yl methyl }-1H-1,2 4-triazol-3-
yl)acetamide;
5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yllmethyl} pyrimidine-2-carboxamide;
5-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-yi}methyl} pyrimidine-2-carboxamide;
2-[(5-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl } pyrimidin-2-yl)amino}ethan-
1-ol;
(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyrazin-2-yl)methanol;
2-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } -5-methylpyrazine;
6-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl } pyridine-3-carbonitrile;
5-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrazin-2-amine;
3-(3-Chlorophenyl)-2-methoxy-5-[(5-methyl-1H-1,2,3 4-tetrazol-1-yl)methyl]pyridine;
(2-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl }-2H-1,2,3,4-tetrazol-5-yl)methanol;
(1-{[5-(4-Fluorophenyl)-6-methoxypyridin-3-ylJmethyl}-1H-1,2,3,4-tetrazol-5-yl )methanol;
(2-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-ylJmethyl }-2H-1,2,3 4-tetrazol-5-
yl)methanol;
(1-{[5-(3,4-Difluorophenyl)-6-methoxypyridin-3-yljmethyl }-1H-1,2,3 4-tetrazol-5-
yl)methanol;
(2-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-yl Jmethyl } -2H-1,2,3,4-tetrazol-5-
yhmethanol;
(1-{[5-(4-Chloro-3-fluorophenyl)-6-methoxypyridin-3-yljmethyl }-1H-1,2,3,4-tetrazol-5-
yl)methanol;
(1-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yljmethyl }-1H-1,2,3,4-tetrazol-5-yl)methanol;
(2-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylmethyl } -2H-1,2,3 4-tetrazol-5-yl)methanol;
1-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-yl Jmethyl } pyrimidin-2-yl)pyrrolidin-3-ol;
1-(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)azetidin-3-ol;
2-[(5-{[5-(3-Chlorophenyl)-6-methoxypyridin-3-ylJmethyl } pyrimidin-2-yl)amino]ethan-1-ol;
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2-Ethoxy-3-(4-fluorophenyl)-5-[(5-methyl-2H-1,2,3,4-tetrazol-2-yl)methyl]pyridine;
3-(3,4-Difluorophenyl)-2-ethoxy-5-[(5-methyl-2H-1,2,3,4-tetrazol-2-yl)methyl]pyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl]-2-ethoxy-5-[ (5-methyl-2H-1,2,3,4-tetrazol-2-
yl)methyllpyridine;

3-(3,4-Difluorophenyl)-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1 -yl )methyl]pyridine;
3-[2-(Difluoromethoxy)pyridin-4-yl}-2-ethoxy-5-[(5-methyl-1H-1,2 3 4-tetrazol-1-
yDmethyl]pyridine;
3-(4-Chloro-3-fluorophenyl)-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-
ylmethyl]pyridine;
3-(3-Chloro-4-fluorophenyl)-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-
yl)methyl]pyridine;
3-[3-(Difluoromethoxy)phenyl]-2-ethoxy-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-
yhmethyl]pyridine;
2-Ethoxy-3-(2-ethoxypyridin-4-yl)-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-yl)methylJpyridine;
2-Ethoxy-3-(3-ethoxyphenyl)-5-[{5-methyl-1H-1,2,3 4-tetrazol-1-yl)methyl|pyridine;
2-Ethoxy-3-(3-fluoro-5-methoxyphenyl)-5-[(5-methyl-1H-1,2,3,4-tetrazol-1-
yl)methyl]pyridine;

3-(3-Chlorophenyl)-5-{[4-(difluoromethyl)-2-methyl-1H-imidazol-1 -yl jmethyl } -2-
ethoxypyrazine;

(5-{[6-(2,2-Difluoroethoxy)-5-(2-ethoxypyridin-4-yl)pyridin-3-ylJmethyl } -3-fluoropyridin-2-
yl)methanol;

[5-({5-[2-(Difluoromethoxy)pyridin-4-yl)-6-ethox ypyridin-3-yl ymethyl)-3-fluoropyridin-2-
ylJmethanol;

(1-{[5-(3-Chlorophenyl)-6-(2,2-difluoroethoxy)pyridin-3-yljmethyl } -2-methyl-1H-imidazol~
4-yl)methanol;
1-{[5-(4-Fluoro-3-methoxyphenyl)-6-methoxypyridin-3-ylJmethyl}-1H-1,2,4-triazol-3-
amine;

Ethyl 2-(4-{[5-(3,4-difluorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)acetate;

Ethyl 2-(4-{]5-(3-chlorophenyl)-6-methoxypyridin-3-ylJmethyl } phenyl)acetate; and
pharmaceutically acceptable salts thereof.

33. A pharmaceutical composition comprising an effective amount of at least one chemical

entity selected from the compounds of Formula (1):
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Formula (1)

wherein:

Zis CHor N;

1) wherein when Z is CH, then;

R' is a member selected from the group consisting of: -H, -C.zalkyl and -C, _shaloalkyl;

Y is -C(R™),-, where each R" is independently selected from the group consisting of: -H, -F, -
CHj, -OH and -N(R),;

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

A) pheny! unsubstituted or substituted with one or two R® members, where each R® is

B)

C)

independently selected from the group consisting of: halo, -CN, -CO,R®, -CONH,,
-80,CH;, -C(R"),0H, -CH;NH,, -CH,CONH,, -CH,CO,C)-3alkyl, -NHCONH,, -

fK0020H20H3 #_CONH,
NHCONH-oxetane, -CONH-oxetane, and K ;

six-membered monocyclic heteroaromatic ring containing one or two nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of: halo, -Cjsalkyl, -Ci.
shaloalkyl, -CN, -OH, -C(R®),0OH, -CH,NH,, -C(R®:LCN, -C(R"),CONH,, -
OCH,CONH,, -OCsalkyl, -OCH,C(R™),0H, -OCHscyclopropyl, -OC;.
shaloalkyl, -CO,H, -CON(R®), -N(R®), -NHCH,CFs;, -NHCH(CHs), -
NHCH,>CH,N(CHs)2, -NHCH,CH,0H, -NHcyclopropyl, -NHCOCH3;,
morpholinyl, pyrrolidin-3-ol, and azetidin-3-ol;

five-membered monocyclic heteroaromatic ring containing two, three, or four
nitrogen members unsubstituted or substituted with one or two members each
independently selected from the group consisting of halo, -Cjsalkyl, -C;.
shaloalkyl, -C(R%),0OH, -N(R"), -NO,, -CN, -CH,CN, -OC; salkyl, -CH,OCHj, -
CH,CH,0OH, -CH;NH,, -CH,CONH,, -CO,Csalkyl, -CO,H, -CONH,, -
NHCOCH3, and cyclopropyl; and
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D) five or six-membered ring selected from: 1,2-dihydro-pyridin-2-one, thiazole or
1,2-oxazole unsubstituted or substituted with one or two members each
independently selected from the group consisting of ~-CHs, and -NH;

R? is phenyl or pyridine, each substituted with one or two members each independently
selected from the group consisting oft -halo, -Cjsalkyl, -OC,.salkyl, -
Ocyclopropyl, -C;-shaloalkyl, -OC,-shaloalkyl, -CN, -CH,OH, -SO,CHj;, or -
N(CH;),; R* is a member selected from the group consisting of -Cy_salkyl and -C,.
shaloalkyl; and

each R" is independently selected from -H or -CHj;

ii) wherein when Z is N, then;

R'is -H;

Y is -CH-;

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

A) phenyl substituted with one or two RY members, where each RY is independently
selected from the group consisting of: -CN, -CONH,, and -CO,C|_salkyl;

B) six-membered monocyclic heteroaromatic ring containing one or two nitrogen
members unsubstituted or substituted with a member selected from the group
consisting of: -CN, -OC.salkyl, -CONH,, -NHCH,CH,OH, -N(R"),, and -NH-
cyclopropyl;

C) five-membered monocyclic heteroaromatic ring containing two or three nitrogen
members unsubstituted or substituted with one or two members each
independently selected from the group consisting of -C,.salkyl, -C.shaloalkyl, -
CH,ORP -N(R®),, -NO,, -CO,CHs, -CO,N(R),, and cyclopropyl; and

D) 1,2-oxazole optionally substituted with one or two R® members;

R’ is phenyl substituted with one or two members each indeoendently selected from the
group consisting of: -Cl, -OC\_zalkyl, or -OC;-shaloalkyl;

R* is -Cy.;alkyl; and

each R® is independently selected from -H or -CHj;

and pharmaceutically acceptable salt of compounds of Formula ().

34. A pharmaceutical composition comprising an effective amount of at least one compound

of claim 32, or pharmaceutically acceptable salt therof.

45. Use of a chemical entity of claim 1 or compound of claim 32 for the preparation of a

composition for enhancing contextual memory or novel object recognition.
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