We Claim:
L. A compound of formula
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or a tautomer, N-oxide, pharmaceutically acceptable ester or pharmaceutically acceptable salt

thereof, wherein

Ring Hy represents

1
R’ R’ R R

Oy Y 5, .0

optionally substituted with R*’;

R! and R? are the same or different and are independently selected from CHs, CH,F,
CHF,, CF;, substituted or unsubstituted Cg.sicycloalkyl, CH,-OR?, CHz—NRaRb and
COOH-with-t i

ke
i3

Ring Ar represents:

O

V—W

T is independently selected from CR™ ©R*-or N and each of U, V and W is
independently selected from CH, CR™ €R" or N, wherein each occurrence of R™ R'-is the
same or different and is independently selected from nitro, hydroxy, cyano, halogen, -OR°®, -
S(=0)¢R%, -C(=Y)-R°, -CRR.-C(=Y)-R°, -CRR-Y-CRR%,-C(=Y)-NR°R%-, -NRR:-
C(=Y)-NRRL, -S(=0)-NR°R%, -NRR®-S(=0);-NRR%-, -NR°R*-NRR’-, substituted or
unsubstituted alkyl,
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substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or
unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or
unsubstituted heterocyclylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted
arylalkyl, substituted or wunsubstituted heteroaryl, and substituted or unsubstituted

heteroarylalkyl;
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L; and L, together represent —NH-C(=X)-, —NH-S(=0)-, -C(=X)NH-, or
~NH-CR'R -;

A is absent or selected from —(CR’R)-, O, S(=0), C(=X) and -NR%

128a



¢) when R!is CF 5 then R?is not CH; and
d) when R'is CH; then R? is not CF;;
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pyridin-2-yl}-5-methyl-1 H-pyrazole-3-carboxylic acid;

1-{3-Chloro-5-[4-(2-fluoro-3-trifluoromethyl-phenyl)-thiazol-2-ylcarbamoyl]-
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A compound of claim 1, wherein Hy is selected from
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A compound of claim 1, wherein Hy is

Ry

A compound of claim 3, wherein Hy is

F
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A compound of claim 1, wherein Ar is
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6. A compound of claim 65, wherein Ar is
F F
A %T/N\
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7. A compound of claim 1, wherein L; and L, together represent -NH-C(=0)-,

-C(=O)NH- or —-NH-CH;-.
A-sompound-of-claim-T-whereinL —and-by-together represent—MNE-C=0)

S e DU O
98. A compound of claim 1, wherein A is absent or is selected from -(CR’R)- or

-NR*

+89. A compound of claim 98, wherein A is -CH;- or -CHMe- , —(CR’R“)-, where
R’ and R are joined to form a substituted or unsubstituted saturated or unsaturated 3-6
membered ring, which may optionally include one or more heteroatoms which are the same
or different and are selected from O, NR®* and S;

+10. A compound of claim 9-8 or 189, wherein A is

NH- | -CH,- , -CHMe- rgq or g
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1511, A compound of formula (IA)

RA __N V-
N
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R? Cy

(IA)

or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable

salt thereof, wherein

R! and R? are the same or different and are independently selected from CHj;, CH,F,
CHF;, CF3, substituted or unsubstituted Cs.s, cycloalkyl, CH,-OR", CHZ—NRaRb, and COOH

iy
YUTTEEE

E)‘ x;v .i ,(k ;

T is independently selected from CR™ €R"-or N and each of U, V and W is
~independently selected from CH, CR™ €R"or N, wherein each occurrence of g{;‘j‘, R°is the
same or different and are independently selected from nitro, hydrbxy, cyano, halogen, -OR®, -
S(=0)¢R%, —C(=Y)-R°, -CRRLC(=Y)-R%, -CRRE-Y-CRRY-C(=Y)-NRRY, -C(=Y)-
NRR%, -S(=0)¢-NRR%, -NRR%-S(=0)-NR°R*-, -NRR-NRR’-, substituted or
unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl;

L; and L, together represent -NH-C(=X)-, —-NH-S(=0)y-, -C(=X)NH-, o=
—or —-NH-CR’R -;
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A is absent or selected from —(CR’R”)—, 0, S(=0)q, C(=X) and -NR",

each occurrence of R* and R are the same or different and are independently selected
from hydrogen, hydroxy, cyano, halogen, -OR?, -COOR", -S(=0)¢-R", NR*R®, —C(=X)-R%,
substituted or unsubstituted C;.) alkyl group, substituted or unsubstituted C;.¢) alkenyl,
substituted or unsubstituted C(;.)alkynyl, and substituted or unsubstituted C.scycloalkyl, or
R’ and R may be joined to form a substituted or unsubstituted saturated or unsaturated 3-6
membered ring, which may optionally include one or more heteroatoms which may be same

or different and are selected from O, NR? and S;

R is selected from hydrogen, hydroxy, cyano, halogen, -OR", -COOR?, -S(=0)4-R?,
NRR®, —C(=X)-R?, substituted or unsubstituted C-6y alkyl group, substituted or
unsubstituted Ci.¢) alkenyl, substituted or unsubstituted C;.4) alkynyl, and substituted or
unsubstituted Cg.5cycloalkyl;
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i1) the compound of formula (I14) does not include

M § T i:" ‘”y' | ’E"“ ¥ ’7' :) Kbdi.ﬁ:‘l‘r FOTRE 3, r‘;\ '1 E' Y o) f§x VILE e R ix} I dif T S h‘zi‘} .ﬂ
waethol AW Borarala yordosvomnicas
TRy E g & e vl % desavie TYEY S
B ) x 1 i fla o A TR WA O T 1 1l A3 1 Aoritra B
T { i Y | Tl TrErtion T IShE YT ¥y Y Ty T ¥
3y =Y e Y I wxzesl - Lt £l I ETAVN S o 1 il
0 e > E 3T I ¥ b £ T ¥ PR i - TR YT
Rl oetboud Somethol 11 azrey] [RTE Pery: lanorbau: 2
«. p A X LXE £ Lk E J Ay ¥ Ly o~ x. ¥ 1 % RERC B}
LEd.L yRe < 1.2 £ : I o 1 1 > A5 sl o 48]

T 1 S s i [Ea w5 Ty F BEN S Py TIE 2
oy I l Y} LS R ok X i m. 3 el

T 3y b e p Y s [EEssyesem
Mold.L cy o e 1 Lo TR AR N ool Hlabana ] 1.1

U FRFECER p (AEusaivy X Ty Ty = Fi R Ty P s

: thadetho nbhenydld Jewmrononecarhoye 1o
2y 3 LY > £ 1Y Y

| L& el | L o F s 1oz 1 Dueidinacarhoxamide

[ SATIPIOT PPN S ¥ FEOT ¥ SO LS T . CETE (¥ av) £y
ot 3 oxolomea by svsthold L surnaolo el s b 1.0 s res Ao sk
i3 ! HECANA I AR A g wE R vl vy & ey AAA N EHY S A0 A A VR e rie L M SE R AV o M it S pR i anier g viv ) ¥

N-benzyl-6-(3,5-dicyclopropyl-1H-pyrazol-1-yl) pyridazin-3-amine;
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1-{3-Chloro-5-[4-(2-fluoro-3-trifluoromethyl-phenyl)-thiazol-2-ylcarbamoyl]-pyridin-2-yl } -
5-methyl-1 H-pyrazole-3-carboxylic acid;
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L; and L, together represent ~-NH-C(O)-; and
Cy 1s selected from monocyclic substituted or unsubstituted aryl, and monocyclic

substituted or unsubstituted heteroaryl.

the other is independently cyclopropyl, CH,F or CHF,.
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1915, A compound of anv one of claims 1-11+5, wherein L; and L, together

represent -NH-C(=0)-, -NH-S(=0)4-, -C(=O)NH- or -NH-CH,-;
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or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable
salt thereof, wherein

R! and R? are the same or different and are independently selected from CH,F, CHF,,
CF3, cyclopropyl with the proviso that both R' and R? at the same time do not represent CFj;

T is independently selected from CF or N and each of U, V and W is independently
selected from CH, CF or N;

L; and L, together represent —NH-C(=X)-, —NH-S(=0)y-, -C(=X)NH-, ez
—or -NH-CR’R -

A is absent or selected from —(CR’R)- and -NR%;

each occurrence of R” and R are the same or different and are independently selected
from hydrogen or substituted or unsubstituted C.¢) alkyl group or R’ and R’ may be joined
to form a substituted or unsubstituted saturated or unsaturated 3-6 membered ring, which
may optionally include one or more heteroatoms which may be same or different and are
selected from O, NR? and S;

R™*” is selected from hydrogen, or halogen

each occurrence of X is independently selected from O, S and -NR?;

Cy is selected from monocyclic substituted or unsubstituted heterocyclyl, monocyclic
substituted or unsubstituted aryl, and monocyclic substituted or unsubstituted heteroaryl;

each occurrence of R* and R® are the same or different and are independently selected
from hydrogen, nitro, hydroxy, cyano, halogen, -OR°, -S(=0),-R®, -NR‘RY, -C(=Y)-R’, -
CRR.-C(=Y)-R°, -CRRLY-CRR%,-C(=Y)-NRR%, -NRR-C(=Y)-NRR%-, -S(=0)q-
NRR%, -NRR’-S(=0),-NRR%-, -NR°RE-NRRY., substituted or unsubstituted alkyl,
substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or
unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or

unsubstituted heterocyclylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted
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arylalkyl, substituted or unsubstituted heteroaryl, and substituted or unsubstituted
heteroarylalkyl, or when R? and R” substitutent are directly bound to the same atom, they may
be joined to form a substituted or unsubstituted saturated or unsaturated 3-10 member ring,
which may optionally include one or more heteroatoms which may be same or different and
are selected from O, NR® and S;

each occurrence of R® and RY may be same or different and are independently selected
from hydrogen, nitro, hydroxy, cyano, halogen, substituted or unsubstituted alkyl, substituted
or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or unsubstituted
cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or unsubstituted
cycloalkenyl, substituted or unsubstituted heterocyclic group, substituted or unsubstituted
heterocyclylalkyl, or when two R® and/or RY substitutents are directly bound to the same
atom, they may be joined to form a substituted or unsubstituted saturated or unsaturated 3-10
member ring, which may optionally include one or more heteroatoms which are the same or
different and are selected from O, NH and S;

each occurrence of Y is selected from O, S and -NR?; and

each occurrence of q independently represents 0, 1 or 2,

wherein the term substituted refers to a substitution selected from hydrogen, hydroxy,
halogen, carboxyl, cyano, nitro, substituted or unsubstituted alkyl, substituted or
unsubstituted alkoxy, substituted or unsubstituted alkenyl, substituted or unsubstituted
alkynyl:

with the proviso that the compound of formula (1A-11D is not N-benzvl-6-(3.5-

dicyclopropyl-1H-pyrazol-1-vl) pyridazin-3-amine.

Z517. A compound of claim 2416, wherein one of R! and R? is CF; and the other is

CH,F, or CHF,.

2719, A compound of claim 2416, wherein both R! and R? represent cyclopropyl.

2&20. A compound of any of claims 2416-2719, wherein T is CF and U, V, and W
are each CH.

2021. A compound of any of claims 2416-2719, wherein T is N and U, V, and W are
each CH.

3022. A compound of any of claims 2416-2921, wherein L; and 1, together
represent —-NH-C(=0)-, C(=O)NH- or -NH-CH>-.

3423. A compound of any of claims 24-3811-27, wherein A is absent, -NH-, or —
CH;-.

oy -

3224, A compound of claim 2423, wherein A is absent.
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3325. A compound of claim 3423, wherein A is -CHo-.

3527. A compound of any of claims 241-3426, wherein Cy is selected from

141a



e
@@ﬁﬁ@@@
jsheheheReheBe

3628. A compound of claim 3527, wherein Cy is
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3830. A compound selected from:
N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl}-4-methyl-1,2,3-
“thiadiazole-5-carboxamide:

N-[4-(3,5-dicyclopropyl-1 H-pyrazol-1-yl)-3-fluorophenyl]-4-methylthiazole-5-
carboxamide:

N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl]-3,5-dimethylisoxazole-4-
carboxamide:

N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl]-2methyl benzamide:

N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl]-2,3-difluorobenzamide:

N-[4-(3,5-dicyclopropyl-1 H-pyrazol-1-yl)-3-fluorophenyl]-2,6-difluorobenzamide:

N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenylnicotinamide:

N-{4-(3,5-dicyclopropyl-1 H-pyrazol-1-yl)-3-fluorophenyl}isonicotinamide:
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N-[4-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl]-4-methylpyrimidine-5-
carboxamide:
N-[4-(4-chloro-3,5-dicyclopropyl-1H-pyrazol-1-yl)-3-fluorophenyl]-4-methyl-1,2,3-
thiadiazole-5-carboxamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -4-methyl-1,2,3-
thiadiazole-5-carboxamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -4-
methylthiazole-5-carboxamide:
N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl}-3-fluorophenyl } -5-
methylisoxazole-4-carboxamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -3,5-
dimethylisoxazole-4-carboxamide:

N-{4-[5-cyclopropyl-3-(triftuoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -2-
methylbenzamide:
N-{4-[5-cyclopropyl-3-(triftuoromethyl)-1H-pyrazol-1-yl]-3-fluorophenyl }-2,3-
difluorobenzamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl }-2,6-
difluorobenzamide:
N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl]-3-fluorophenyl }nicotinamide:
N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl} isonicotinamide:
N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -3-
fluoroisonicotinamide: |
3,5-dichloro-N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-

fluorophenyl }isonicotinamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -4-
methylpyrimidine-5-carboxamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl}-3-fluorophenyl }-N,4-
dimethylpyrimidine-5-carboxamide:

N-{4-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluorophenyl } -4-
methyl-1,2,3-thiadiazole-5-carboxamide:
N-{4-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)- 1 H-pyrazol-1-y1]-3-fluorophenyl } -2-
(pyridin-2-yl)acetamide:
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1-{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl}-3-fluorophenyl } -3-(4-
methylpyrimidin-5-yl)urea:

N-{4-[5)-cyclopropyl-3-(trifluromethyl)-1 H-pyrazol-1-yl]3-flurophenyl } -2,6-dichloro
benzamide:

4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-y1]-N-(2,3-difluorophenyl)-3-
fluorobenzamide:

4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-y1}-N-(2,6-difluorophenyl)-3-
fluorobenzamide:

N-{4-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl}-3-fluorophenyl } -
4-methylpyrimidine-5-carboxamide;

3,5-dichloro-N-[4-(3,5-dicyclopropyl-1 H-pyrazol-1-y1)-3-
fluorophenyl]isonicotinamide:

N-(2-chloro-6-fluorophenyl)-4-[ 5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-
3-fluorobenzamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl}-3,5-difluorophenyl } -4-
methylpyrimidine-5-carboxamide:

{4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl}-3-fluorophenyl } -1-
phenylcyclobutanecarboxamide:

N-{4-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl]-3-fluorophenyl } -4-
methyloxazole—S—carbbxamide:

4-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-3-fluoro-N-(4-
methylpyrimidin-5-yl) benzamide: and '

N-{4-[3-cyclopropyl-5-(difluoromethyl)-1H-pyrazol-1-yl]-3-fluorophenyl }-2,6-
difluorobenzamide and

N-{4-[5-cyclopropyl-3-(difluoromethyl)-1H-pyrazol-1-yl}-3-fluorophenyl }-2,6-
difluorobenzamide
or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable
salt thereof.

3931. A compound selected from:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]-4-methyl-1,2,3-thiadiazole-5-
carboxamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]-4-methylthiazole-5-

carboxamide:



N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-y1]-2,4-dimethylthiazole-5-
carboxamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-y1}-3,5-dimethylisoxazole-4-
carboxamide:

6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)-N-o-tolylnicotinamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]-2-fluorobenzamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]-2,3-difluorobenzamide:

N-[6-(3,5-dicyclopropyl-1 H-pyrazol-1-yl)pyridin-3-y1]-2,6-difluorobenzamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl Jnicotinamide dihydrochloride:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]isonicotinamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-y1]-3-fluoroisonicotinamide:

3,5-dichloro-N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]isonicotinamide:

N-[6-(3,5-dicyclopropyl-1H-pyrazol-1-yl)pyridin-3-yl]-4-methylpyrimidine-5-
carboxamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl } -4-methyl-
1,2,3-thiadiazole-5-carboxamide

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl }-4-
methylthiazole-5-carboxamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl}pyridin-3-y1}-3,5-
dimethylisoxazole-4-carboxamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl}pyridin-3-y1}-2-
methylbenzamide:

2-chloro-N-{6-[ 5-cyclopropyl-3-(trifluoromethyl)- 1 H-pyrazol-1-yl]pyridin-3-
yl}benzamide:

N-(6-(5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl)pyridin-3-yl)-2-
fluorobenzamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl]pyridin-3-y1}-2,3-
difluorobenzamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yllpyridin-3-y1}-2,6-
difluorobenzamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl} picolinamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl}-3-
methylpicolinamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl }nicotinamide:
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N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl Jpyridin-3-yl }-2-
methylnicotinamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-
yl }isonicotinamide: o

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl[pyridin-3-yl }-3-
fluoroisonicotinamide:

3,5-dichloro-N-{6-[5-cyclopropyl-3-(trifluoromethyl)- 1 H-pyrazol-1-yl]pyridin-3-
yl }isonicotinamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl|pyridin-3-yl } -4-
methylpyrimidine-5-carboxamide:

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl]pyridin-3-yl}-2-(pyridin-2-
yl)acetamide;

N-{6-[5-cyclopropyl-3-(trifluoromethyl)-1H-pyrazol-1-yl]pyridin-3-yl }-2-(pyridin-4-
yl)acetamide;

1-{6-[3-cyclopropyl-5-(trifluoromethyl)-1 H-pyrazol-1-yl|pyridin-3-yl }-3-(4-
methylthiazol-5-yl)urea:

6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-N-(2,3-difluorophenyl)
nicotinamide:

6-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]-N-(2,6-difluorophenyl)
nicotinamide:

N-{6-[4-chloro-5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yl]pyridin-3-yl } -4-
methylthiazole-5-carboxamide:

N-{2-[5-¢cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-yljpyrimidin-5-yl }-2,6-
difluorobenzamide:

N-{2-[5-cyclopropyl-3-(trifluoromethyl)-1 H-pyrazol-1-ylJpyrimidin-5-yl}-4-
methylthiazole-5-carboxamide:

N-{2-[5-cyclopropyl-3-(trifluoromethyl)- 1 H-pyrazol-1-yl Jpyrimidin-5-y1 } -4-
methylpyrimidine-5-carboxamide:
or a tautomer, N-oxide, pharmaceutically acceptable ester, or pharmaceutically acceptable
salt thereof.

4632, A compound of formula



Y
or a tautomer, N-oxide, pharmaceutically acceptable ester or pharmaceutically acceptable salt
thereof, wherein

Ring Hy represents

1
R R’ R R

/(QN\fJ / ;R2/iil / ; RZ/N\N/ ;

" optionally substituted with R”*”;

R! and R? are the same or different and are independently selected from CHj, CH,F,
CHF,, CFs, substituted or unsubstituted Cg.sicycloalkyl, CH,-OR?, CH,-NR°R®, €N and
COOH, wherein at least one of R and R* is cyclopropyl;

Ring Ar represents:

Z‘l

W<\T_U/>“W “Or

V—W
T is independently selected from CR™ €R"-or N and each of U, V and W is

same or different and are mdependently selected from nitro, hydroxy, cyano, halogen, -OR°, -
S(=0)¢RS, —C(=Y)-R%, -CRR“C(=Y)-R, -CRR’Y-CRR%-C(=Y)-NRR%-, -C(=Y)-
NR°R%, -S(=0);-NRR%, -NRR%S(=0)-NRR%-, -NRRL-NRRY., substituted or
unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl;

+ 2 3 T e e ; . 5 ~y #
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L; and L, together represent -NH-C(=X)-, —-NH-S(=0)y, -C(=X)NH-, or
or -NH-CR’R -;
A is absent or selected from —(CR'R)-, O, S$(=0), C(=X) and -NRY
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R’ and R are the same ‘or different and are independently selected from hydrogen,
hydroxy, cyano, halogen, -OR? -COOR?, -S(=0),-R%, -NR*R®, —C(=X)-R?, substituted or
unsubstituted C(1.y alkyl group, substituted or unsubstituted Cii¢) alkenyl, substituted or
unsubstituted C(.¢) alkynyl, and substituted or unsubstituted C.5) cycloatkyl, or R” and R

may be joined to form a substituted or unsubstituted saturated or unsaturated 3-6 member

+56ald9



ring, which may optionally include one or more heteroatoms which may be same or
different and are selected from O, NR* and S;

R*” is selected from hydrogen, hydroxy, cyano, halogen, -OR", -COOR?, -S(=0)¢-R",
—NRaRb, —C(=X)-R?, substituted or unsubstituted Ca-sy alkyl group, substituted or
unsubstituted Cq1.¢) alkenyl, substituted or unsubstituted Ci.¢) alkynyl, and substituted or
unsubstituted Cz.sicycloalkyl;

each occurrence of X is independently selected from O, S and -NR?;

Cy 1s selected from monocyclic substituted or unsubstituted cycloalkyl group,
monocyclic substituted or unsubstituted heterocyclyl, monocyclic substituted or unsubstituted
aryl, and monocyclic substituted or unsubstituted heteroaryl;

each occurrence of R® and R are the same or different and are independently selected
from hydrogen, nitro, hydroxy, cyano, halogen, -OR’, -S(=0),-R", NRRY, —C(=Y)-RS, -
CRRE-C(=Y)-R’, -CRR™LY-CRR%-,-C(=Y)-NRR%, -NRRLC(=Y)-NRR%:, -S(=0),
NR°R%, -NRRYS(=0)NRRL, -NRRENRRY, substituted or unsubstituted alkyl,
substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or
unsubstituted cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or
unsubstituted cycloalkenyl, substituted or unsubstituted heterocylyl, substituted or
unsubstituted heterocyclylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted
arylalkyl, substituted or unsubstituted heteroaryl, and substituted or unsubstituted
heteroarylalkyl, or when R® and R are directly bound to the same atom, they may be joined
to form a substituted or unsubstituted saturated or unsaturated 3-10 member ring, which may
optionally include one or more heteroatoms which may be the same or different and are
selected from O, NR® and S;

each occurrence of R and R® may be same or different and are independently selected
from hydrogen, nitro, hydroxy, cyano, halogen, substituted or unsubstituted alkyl, substituted
or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or unsubstituted
cycloalkyl, substituted or unsubstituted cycloalkylakyl, substituted or unsubstituted
cycloalkenyl, substituted or unsubstituted heterocyclic group, substituted or unsubstituted
heterocyclylalkyl, or when two R° and/or RY substitutents are directly bound to the same
atom, they may be joined to form a substituted or unsubstituted saturated or unsaturated 3-10
member ring, which may optionally include one or more heteroatoms which are the same or
different and are selected from O, NH and S;

each occurrence of Y is selected from O, S and -NR?; and

each occurrence of q independently represents 0, 1 or 2;
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wherein the term substituted refers to a substitution selected from hydrogen, hydroxy,
halogen, carboxyl, cyano, nitro, oxo (=0), thio(=S), substituted or unsubstituted alkyl,
substituted or unsubstituted alkoxy, substituted or unsubstituted alkenyl, substituted or
unsubstituted alkynyl, -COOR?, -C(0)RY, -C(S)R¥, -C(O)ONR*RY, -NR*R*, -NR*CONR’R?, -
N(R¥SORY, -N(R¥)S0,R, -(=N-N(R*)RY), -NR* C(0)OR?, -NR*R?, -NR*C(0)R’-, - R*C(S)R”
-NR*C(S)NR’R”, -SONR*R’-, -S0, NR*R’-, -OR*, -OR*C(0)NR’R* -OR*C(0)OR’-, -
OC(0)R”, -OC(0)NR'R?, - RXNRYC(O)RZ,‘ -R*ORY, -R*C(0)OR?, -R*C(0)NRR”, -R*C(0)R”, -
R*OC(0)RY, -SR¥, -SOR*, -S0,R*, and -ONO0,, wherein R*, RY and R” in each of the above
groups can be hydrogen atom, substituted or unsubstituted alkyl, substituted or unsubstituted
alkoxy, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted
or unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted or unsubstituted
cycloalkyl, substituted or unsubstituted cycloalkenyl, substituted or unsubstituted amino,
substituted or unsubstituted aryl, substituted or unsubstituted heteroaryl, substituted
heterocyclylalkyl ring, substituted or unsubstituted heteroarylalkyl, substituted or
unsubstituted heterocyclic ring, or any two of R*, R” and R* may be joined to form a
substituted or unsubstituted saturated or unsaturated 3-10 member ring, which may optionally
include heteroatoms which may be same or different and are selected from O, NR* or S
wherein the substituents in the aforementioned "substituted" groups cannot be further

substituted; and wherein
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the compound of formula (I) does not include
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N-benzyl-6-(3,5-dicyclopropyl-1H-pyrazol-1-yl) pyridazin-3-amine.

4133, The compound of claim 4632, wherein R' is cyclopropyl.

4234. Use of a compound of any one of claims 1-41-33 in the manufacture of a
medicament for modulating store-operated calcium (SOC) channel activity which comprises
contacting the SOC channel complex, or portion thereof, with the compound of any one of
claims 1-4433.
medicament for modulating calcium release activated calcium channel (CRAC) activity in a
mammal, wherein the compound of any one of claims 1-4+-33 modulates CRAC activity in
the mammal.

4436. Use of a compound of any one of claims 1-4+-33 in the manufacture of a
medicament for inhibiting store-operated calcium entry (SOCE) activation of nuclear factor
of activated T cells (NFAT) in a mammal, wherein the compound of any one of claims 1-41
33 inhibits SOCE activation of NFAT in the mammal.

4537. Use of a compouhd of any one of claims 1-41-33 in the manufacture of a
medicament for decreasing cytokine release by inhibiting the SOCE activation of NFAT in a
mammal, wherein the compound of any one of claims 1-44-33 decreases cytokine release in

the mammal.
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medicament for the treatment of a disease, disorder, or condition that would benefit from
modulation of calcium release-activated calcium (CRAC) channel.

739, Use of a compound of any one of claims 1-41-33 in the manufacture of a
medicament for inhibiting immune cell activation, wherein the compound of any of claims 1-

4433 1s to be administered to an immune cell.
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4840. Use of a compound of any one of claims 1-44-33 in the manufacture of a
medicament for inhibiting T-cell and/or B-cell proliferation in response to an antigen.

4941. Use of a compound of any one of claims 1-44-33 in the manufacture of a
medicament for inhibiting cytokine production in a cell.

5042. The use of claim 4941, wherein the cytokine is selected from IL-2, IL-4, IL-5,
IL-13, GM-CSF, IFN-y, TNFa, and combinations thereof.

5143, Use of a compound of any one of claims 1-44-33 in the manufacture of a
medicament for modulating an ion channel in a cell, wherein the ion channel is involved in
immune cell activation.

5244, The use of claim 5443, wherein the ion channel is a Ca**-release-activated
Ca*" channel (CRACQ).

5345. A pharmaceutical composition, comprising a compound of any one of claims

5446. The pharmaceutical composition of claim 5345, further comprising one or
more  additional therapeutic = agents selected from anti-inflammatory agent,
immunosuppressive agents, steroids, non-steroidal anti-inflammatory agents, antihistamines,
analgesics, and suitable mixtures thereof.

5547, Use of an effective amount of a compound of any one of claims 1-4+-33 in the
manufacture of a medicament for treating cancer.

5648. Use of an effective amount of a compound of any one of claims 1-4+-33 in the
manufacture of a medicament for reducing an inflammation in a subject in need thereof.

5749, Use of an effective amount of a compound of any one of claims 1-4+33 in the
manufacture of a medicament for treating an autoimmune disorder in a subject in need
thereof.
obstructive pulmonary disease, rheumatoid arthritis, inflammatory bowel disease, allergic
rhinitis, asthma, multiple sclerosis, psoriasis, Crohn's disease, colitis, ulcerative colitis,
,arthritis, bone diseases associated with increased bone resorption, or chronic obstructive
airway disease.

5951. The use of claim 5749, wherein the autoimmune disorder is rheumatoid

arthritis.
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6052, The use of claim 5749, wherein the autoimmune disorder is multiple sclerosis.

6153, The use of claim 5749, wherein the autoimmune disorder is asthma.

6254. Use of an effective amount of a compound of any one of claims 1-4+33 in the
manufacture of a medicament for the treatment of calcium release-activated calcium (CRAC)
channel associated diseases or disorders, in a subject in need thereof.
simultancously or sequentially to a subject in need thereof in combination with at least one
other anti-inflammatory agent, immunosuppressive agent, steroid, non-steroidal anti-
inflammatory agent, antihistamine, analgesic, or a mixture thereof.

6456. A use of claim 6254, wherein the calcium release-activated calcium (CRAC)
channel associated disease, disorder or condition is an immune system-related disease, a
disease or disorder involving inflammation, a hepatic disease or disorder, or a renal disease or
disorder.

éﬁ;‘"}j’; . A use of claim 6456, wherein the CRAC channel associated disease, disorder
or condition is selected from:

inflammation, glomerulonephritis, uveitis, hepatic diseases or disorders, renal diseases
or disorders, chronic obstructive pulmonary disease, rheumatoid arthritis, inflammatory
bowel disease, vasculitis, dermatitis, osteoarthritis, inflammatory muscle disease, allergic
rhinitis, vaginitis, interstitial cystitis, scleroderma, osteoporosis, eczema, allogeneic or
xenogeneic transplantation, graft rejection, graft-versus-host disease, lupus erythematosus,
pulmonary fibrosis, dermatomyositis, thyroiditis, myasthenia gravis, autoimmune hemolytic
anemia, cystic fibrosis, chronic relapsing hepatitis, primary biliary cirrhosis, allergic
conjunctivitis, hepatitis, atopic dermatitis, asthma, Sjogren's syndrome, organ transplant
rejection, multiple sclerosis, Guillain-Barre, autoimmune uveitis, autoimmune hemolytic
anemia, pernicious anemia, autoimmune thrombocytopenia, temporal arteritis, anti-
phospholipid syndrome, vasculitides such as Wegener's granulomatosis, Behcet's disease,
psoriasis, dermatitis herpetiformis, pemphigus vulgaris, vitiligo, Crohn's disease, colitis,
ulcerative colitis, primary biliary cirrhosis, autoimmune hepatitis, Type 1 or immune-
mediated diabetes mellitus, Grave's disease. Hashimoto's thyroiditis, autoimmune oophoritis
and orchitis, autoimmune disorder of the adrenal gland, systemic lupus erythematosus,
polymyositis, dermatomyositis, ankylosing spondylitis, transplant rejection, skin graft
rejection, arthritis, bone diseases associated with increased bone resorption, ileitis, Barrett's

syndrome, adult respiratory distress syndrome, chronic obstructive airway disease, corneal
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dystrophy, trachoma, onchocerciasis, sympathetic ophthalmitis, endophthalmitis, gingivitis,
periodontitis, tuberculosis, leprosy, uremic complications, nephrosis, sclerodermatitis,
psoriasis, chronic demyelinating diseases of the nervous system, AIDS-related
neurodegeneration, Alzheimer's disease, infectious meningitis, encephalomyelitis,
Parkinson's disease, Huntington's disease, amyotrophic lateral sclerosis viral or autoimmune
encephalitis, autoimmune disorders, immune-complex wvasculitis, systemic lupus and
erythematodes, systemic lupus erythematosus (SLE), cardiomyopathy, ischemic heart disease
hypercholesterolemia, atherosclerosis, preeclampsia; chronic liver failure, brain and spinal
cord trauma, and cancer.

6658. Use of an effective amount of a compound of any one of claims 1-44-33 in the
manufacture of a medicament for suppressing the immune system of a subject in need
thereof.

6759. Use of an effective amount of a compound of any one of claims 1-44-33 in the
manufacture of a medicament for treating or preventing an allergic disorder in a subject in
need thereof.

6860. The use of claim 6658, wherein the disorder is allergic rhinitis, sinusitis,
rhinosinusitis, chronic otitis media, recurrent otitis media, drug reactions, insect sting
reactions, latex reactions, conjunctivitis, urticaria, anaphylaxis reactions, anaphylactoid

reactions, atopic dermatitis, asthma, or food allergies.
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