[00012] PAD4 is predominantly expressed in granulocytes ianstrongly linked to
diverse diseases. In multiple tumors, PAD4 is fotmtle overexpressed affecting the
p53 function and downstream pathways. Calcium bigpdio PAD promotes the
bioactive conformation, increasing PAD4 activity ey thousand times.

[00013] Slack et al. demonstrated the use of PAD4 inhibitors in thettreent of
cancers (J. L. Slack et al., Cellular and Moleculé Sciences, 2011, 68(4), 709-720).
Overexpression of PAD4 had already been demondtriatenumerous cancers (X.
Chang et al., BMC Cancer, 2009, 9, 40). It is sstggthat PAD4 inhibitors have an
anti-proliferative role as well. PAD4 deiminasegiame residues in histones at the
promoters of p53- target genes such as p21, whieelngolved in cell cycle arrest and
induction of apoptosis (P. Li et al.,, Molecular &ICBiology, 2008, 28(15), 4745-
4758).

[00014] PAD inhibition is a viable strategy for the treatmhef numerous diseases
mentioned above. The use of PAD inhibitors in wasioother diseases where
dysregulated PAD activity is implicated needs toexplored. Although a definitive
role for dysregulated PAD activity in these dissabas not been established, a direct
link is plausible. However, there remains an unnestd to identify and develop PAD4
inhibitors which may treat PAD4 mediated disordgith efficacy.

SUMMARY

[00015] In one aspect, present disclosure discloses a aomapaf Formula (1)
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their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabahtggof,

wherein

X is selected from O or S; Y is selected from O,\,S(0), S@or C; Z is selected
from N or CR7; A is selected from N or CRB is selected from N or GRn is 0-2; R,
and R are independently selected from the group congistf hydrogen, hydroxyl,
cyano, halogen, & alkyl, Cie alkoxy, Gs haloalkyl, G.s haloalkoxy,
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membered monocyclic or bicyclic heteroaryl are amiily substituted with 1-5
substituents selected from the group consistinigydfoxyl, cyano, halogen,1G alkyl,
Ci-6 alkoxy, G cycloalkyl, G haloalkyl, G.s haloalkoxy, G. acylamino, Gs
alkylamino, G.s aryl, Ci.6 alkyl-Cs6 aryl, Co6 alkenyl- G.s aryl, C1.6 heterocyclyl,Ci6
alkyl-C1.6 heterocyclyl, Gs heteroaryl, and G alkyl- Ci.6 heteroaryl, wherein
alkyl, Ci.s alkoxy, G.s cycloalkyl, G.s aryl, Gi.s alkyl-Cs.s aryl, G.s heteroaryl, Ce
alkyl-C1.6 heteroaryl, and s alkyl-Ci1.6 heterocyclyl is optionally substituted with one
or more of the groups selected from hydrogets &lkyl, Cis alkoxy, G.s cycloalkyl,
Cu16 heteroaryl, halogen, hydroxyl, -GBIH, -COOH, and cyano; iRis selected from
the group consisting of hydrogen, hydroxyl, cyamalpgen, Gs alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Ge aryl, and Ge
heteroaryl, wherein s alkoxy, and @e haloalkoxy, is optionally substituted with one
or more of the groups selected from hydrogens &lkyl, Ci.s alkoxy, G-s haloalkyl,
C16 alkylhydroxy, cyano, and hydroxyl; andifRis independently selected from the
group consisting of hydrogen;€alkyl, and combinations thereof.

[00016] In another aspect, present disclosure also dissclom®pound of Formula (I1)
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Formula (I1)
their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabahtggof,
wherein
X is selected from O or S; Y is selected from O,\,S(0), S@or C; Z is selected
from N or CR7 A is selected from N or GRB is selected from N or GRD is
selected from N or CRRE is selected from N or GRF is selected from N or GRG is
selected from N or CRn is 0-2; R, R, Rs, Rs, R7, Rs, and R are independently
selected from the group consisting of hydrogen,rowy, cyano, halogen, (& alkyl,
C1-6 alkoxy, G.s haloalkyl, G- haloalkoxy, G.s acylamino, G alkylamino, G.s aryl,
and G.s heteroaryl,



[00017] In yet another aspect, present disclosure furttebecases compound of Formula (II1)

6
,R1 ; ‘ N N
N 7\
Rig” z Ry
X R, Ry Rg

Formula (l11)
their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabahtagof,
wherein
X is selected from O or S; Y is selected from O,\,S(0), S@or C; Z is selected
from N or CR7 nis 0-2; R, Re, Rs, Re, R7, Rs, and R are independently selected from
the group consisting of hydrogen, hydroxyl, cyamalpgen, Gs alkyl, Ci-s alkoxy, G-s
haloalkyl, G.e haloalkoxy, G.s acylamino, G alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein & alkoxy, and @es haloalkoxy, is optionally
substituted with one or more of the groups selef@tech hydrogen, s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; sRis absent or is
selected from the group consisting of hydrogens @lkyl, Cs.s cycloalkyl, G
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQCi.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs. aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQ@Ci6 alkyl, is optionally substituted with 1@ alkoxy, halogen, & aryl,
and G.s heteroaryl; Ris selected from the group consisting of hydrog&ars alkyl, G-
e haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)G-s alkyl, C(O)G.-s haloalkyl, C(O)NRs,
C(O)C.s alkylamino, SQ@Cie alkyl, SQCie haloalkyl, SONRis, SONCis
alkylamino,Cs.saryl, Gi.6 alkyl-Cssaryl, Ci.6 heterocyclyl, Ge alkyl-Ci1.6 heterocyclyl,
Ci-6 heteroaryl, @s alkyl-Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.6
aryl, and S@C1.¢ heteroaryl, wherein G alkyl, Ci.6 alkoxy, G cycloalkyl, G.s aryl,
Cu16 alkyl-Cs.s aryl, Ci.6 heterocyclyl, G alkyl-Cy.6 heterocyclyl, Gs heteroaryl, €s
alkyl-Ci.e heteroaryl, (CO)&s alkyl, C(O)G.s haloalkyl, and S&C1.6 alkyl, isoptionally
substituted with one or more groups selected fromirdgen, Gs alkyl, Ci.s alkoxy, G
cycloalkyl, G.s aryl, G.s heteroaryl, halogen, hydroxyl, GBH, COOH, and cyano; iRis
hydrogen; Riis selected from the group consisting of hydrodam, alkyl, Gs.s cycloalkyl, G.s



alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQCi.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.e aryl, Ci.¢ heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S&Cs.¢ aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQ@Ci.6 alkyl, is optionally substituted with 1@ alkoxy, halogen, € aryl,
and G.s heteroaryl; and 5-10 membered monocyclic or bicyshturated heterocyclic
ring with 1-3 heteroatoms selected from N, S o0ORi0andR11can beaaken together
to form a 5-10 membered monocyclic or bicyclic sated or unsaturated heterocyclic
ring, wherein the 5-10 membered monocyclic or Hicysaturated or unsaturated
heterocyclic ring is optionally substituted witheteubstituents selected from the group
consisting of amino,  alkylamino, G acylamino, -NHC(NH)CECI, -
NHC(O)CH=CHCHN(CHz)2, Ci-s alkyl, halogen, € alkoxy, and hydroxyl; ¥ is
selected from the group consisting of hydrogen,rowy, cyano, halogen, & alkyl,
Ci-6 alkoxy, G- haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.saryl,
and G.s heteroaryl, wherein £ alkoxy, and @ haloalkoxy, is optionally substituted
with one or more of the groups selected from hydnodgg-s alkyl, Ci¢ alkoxy, G.s
haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; andids independently selected
from the group consisting of hydrogen,€&alkyl, and combinations thereof.

[00018] The present disclosure further describes the psoads preparation of
compounds of Formula (I), Formula (Il), and Formuyldl) or its polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof.

[00019] The present disclosure further discloses a phamtiaeé composition
comprising a compound of Formula (I), Formula (IBnd Formula (lll) or a
pharmaceutically acceptable salt thereof, togetvidr a pharmaceutically acceptable
carrier, optionally in combination with one or marher pharmaceutical compositions.
[00019a] In yet another aspect, the present disclosure gesva process of preparation
of compounds of Formula (I) provided herein or pgelymorphs, stereoisomers,
prodrugs, solvates, co-crystals, intermediatesyrpaeeutically acceptable salts, and

metabolites thereof, the process comprising regétormula (1V) and ®C(O)H
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wherein Rg of Formula (1V) is selected from nitro, and-€alkoxy; Rie of RisC(O)H is
selected from the group consisting of hydrogenQSrkmbered monocyclic or bicyclic
aryl, and 5-10 membered monocyclic or bicyclic hedeyl with 1-5 heteroatoms
selected from N, S or O, wherein 5-10 membered mmysiie or bicyclic aryl, and 5-10
membered monocyclic or bicyclic heteroaryl are amiily substituted with 1-5
substituents selected from the group consistinigydfoxyl, cyano, halogen,1G alkyl,
Ci-6 alkoxy, G cycloalkyl, G haloalkyl, G.s haloalkoxy, G. acylamino, Gs
alkylamino, G.s aryl, Ci.6 alkyl-Cs6 aryl, Co6 alkenyl- G.s aryl, C1.6 heterocyclyl,Ci6
alkyl-Ci1.6 heterocyclyl, Gs heteroaryl, and G alkyl- Ci.6 heteroaryl, wherein
alkyl, Ci.s alkoxy, G.s cycloalkyl, G.s aryl, Gi.s alkyl-Cs.s aryl, G.s heteroaryl, Ce
alkyl-C1.6 heteroaryl, and s alkyl-Ci1.6 heterocyclyl is optionally substituted with one
or more of the groups selected from hydrogets &lkyl, Cis alkoxy, G.s cycloalkyl,
Cu16 heteroaryl, halogen, hydroxyl, -GBH, -COOH, and cyano; X of Formula (l) is
selected from O or S; Y is selected from O, N, ®)SSQ or C; Z is selected from N
or CRu7; A is selected from N or GRB is selected from N or GRn is 0-2; R, and R
are independently selected from the group congistinhydrogen, hydroxyl, cyano,
halogen, @s alkyl, Cis alkoxy, G- haloalkyl, G.s haloalkoxy, G.s acylamino, Gs
alkylamino, G.saryl, and G heteroaryl, wherein G alkoxy, and @e haloalkoxy, is
optionally substituted with one or more of the grewselected from hydrogen,-€
alkyl, Ci-6 alkoxy, G.s haloalkyl, G.s alkylhnydroxy, cyano, and hydroxyl;sRs absent
or is selected from the group consisting of hydmdé s alkyl, Cs.s cycloalkyl, G
alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQCs.6 cycloalkyl, SQCi.s haloalkyl, SONR1s, SONCi.6
alkylamino,Cs.e aryl, Ci.6 heteroaryl, C(O)€s aryl, C(O)G-¢ heteroaryl, S&Cs.¢ aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQCy.6 alkyl,
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is optionally substituted with & alkoxy, halogen, € aryl, and G.s heteroaryl; Ry is
hydrogen; Ri is selected from the group consisting of hydrog€ns alkyl, Css
cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)Ge alkyl, C(O)G.s haloalkyl,
C(O)NRus, C(0O)G.6 alkylamino, SQCi6 alkyl, SOCi.6 haloalkyl, SQCz.6 cycloalkyl,
SONR1s, SONCi16 alkylamino, Cs aryl, Ci.s heteroaryl, C(O)€s aryl, C(0)Gs6
heteroaryl, S@Cs¢ aryl, and SQ@Cy.¢ heteroaryl, wherein & alkyl, (CO)G.s alkyl,
C(O)C6 haloalkyl, SQCs.s aryl, and SQCi.6 alkyl, is optionally substituted with 1@
alkoxy, halogen, €s aryl, and G heteroaryl; and 5-10 membered monocyclic or
bicyclic saturated heterocyclic ring with 1-3 hei#ioms selected from N, S or O, or
Ri0 andRi11 can be taken together to form a 5-10 membered nyotiocor bicyclic
saturated or unsaturated heterocyclic ring, whetteen5-10 membered monocyclic or
bicyclic saturated or unsaturated heterocyclic n&egptionally substituted with the
substituents selected from the group consistingawfino, G.s alkylamino, G.s
acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHz3)2, Ci-s alkyl, halogen, €s
alkoxy, and hydroxyl; R, Ri3, Ri4, and Rs are independently selected from the group
consisting of hydrogen, 1G alkyl, Cis haloalkyl, G- alkylamino, G.s aryl, and G
heteroaryl; or R and Rz can be taken together to form =0 or =S; or &d Rs can be
taken together to form =O or =S;dfs selected from the group consisting of hydrogen,
5-10 membered monocyclic or bicyclic aryl, and 5-i@mbered monocyclic or
bicyclic heteroaryl with 1-5 heteroatoms selectedmf N, S or O, wherein 5-10
membered monocyclic or bicyclic aryl, and 5-10 merabdemonocyclic or bicyclic
heteroaryl are optionally substituted with 1-5 gitbents selected from the group
consisting of hydroxyl, cyano, halogen;.&€alkyl, Cis alkoxy, G cycloalkyl, G
haloalkyl, G- haloalkoxy, G.s acylamino, @s alkylamino, G.s aryl, G.s alkyl-Cs6
aryl, Cos alkenyl- Gs aryl, Cis heterocyclyl, Ci6 alkyl-C16 heterocyclyl, Gs
heteroaryl, and s alkyl- Ci6 heteroaryl, wherein G alkyl, Ci.s alkoxy, Gs
cycloalkyl, G.s aryl, G.s alkyl-Cs.s aryl, G.-s heteroaryl, @¢ alkyl-C1.¢ heteroaryl, and
Ci-6 alkyl-C1.6 heterocyclyl is optionally substituted with one roore of the groups
selected from hydrogen, 1€ alkyl, Cis alkoxy, G cycloalkyl, G.s heteroaryl,
halogen, hydroxyl, -CkHDOH, -COOH, and cyano; R is selected from the group
consisting of hydrogen, hydroxyl, cyano, halogen,sGlkyl, Cis alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, @e alkylamino, Ge aryl, and Gs
heteroaryl, wherein s alkoxy, and @e haloalkoxy, is optionally substituted with one

or more of the groups selected from hydrogens &lkyl, Cis alkoxy, G-s haloalkyl,
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Ci6 alkylhydroxy, cyano, and hydroxyl; andifRis independently selected from the
group consisting of hydrogen, €alkyl, and combinations thereof.

[00019Db] In yet another aspect, the present disclosure gesva process of preparation
of compounds of Formula (ll) provided herein or gslymorphs, stereoisomers,
prodrugs, solvates, co-crystals, intermediatesyrpaeeutically acceptable salts, and
metabolites thereof, the process comprising regétormula (1V) and Formula (V)
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Formula (I}

wherein Rg of Formula (1V) is selected from nitro, and-€alkoxy; X of Formula (I1)
is selected from O or S; Y is selected from O, NS@), SQ or C; Z is selected from
N or CR7 A is selected from N or GRB is selected from N or GRD is selected
from N or CR; E is selected from N or GRF is selected from N or GRG is selected
from N or CR; nis 0-2; R, Ry, Rs, Rs, R7, Rs, and R are independently selected from
the group consisting of hydrogen, hydroxyl, cyamalpgen, Gs alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein < alkoxy, and @s haloalkoxy, is optionally
substituted with one or more of the groups selef@tech hydrogen, s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; sRis absent or is
selected from the group consisting of hydrogens @lkyl, Cs.s cycloalkyl, G
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQC;i.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.¢ aryl,
and SQC;i. heteroaryl, wherein G alkyl, (CO)G.-s alkyl, C(O)G.¢ haloalkyl, SQCs.s
aryl, and SQ@Ci.6 alkyl, is optionally substituted with 1@ alkoxy, halogen, & aryl,
and G.e heteroaryl; Ris selected from the group consisting of hydrodgers alkyl, Ci-

s haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)G-s alkyl, C(O)G.-s haloalkyl, C(O)NRs,
C(O)CGs alkylamino, SQ@Cis alkyl, SQCie haloalkyl, SONRis, SONCis
alkylamino,Cs.saryl, Ci.6 alkyl-Cssaryl, Ci.6 heterocyclyl, Ge alkyl-Ci1.6 heterocyclyl,
Ci1-6 heteroaryl, s alkyl-Ci.6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.¢
aryl, and S@C1.¢ heteroaryl, wherein G alkyl, Ci.6 alkoxy, G cycloalkyl, G.s aryl,
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C1-6 alkyl-Cs.s aryl, Ci-6 heterocyclyl, Ge alkyl-Ci.6 heterocyclyl, G.e heteroaryl, Cs
alkyl-Cy1.6 heteroaryl, (CO)ges alkyl, C(O)Gs haloalkyl, and SeCis alkyl, is
optionally substituted with one or more groups ctelé from hydrogen, G alkyl, Ci-s
alkoxy, G.s cycloalkyl, G.s aryl, Ci.e heteroaryl, halogen, hydroxyl, -GE8H, -COOH,
and cyano; kb is hydrogen; R is selected from the group consisting of hydrogeis
alkyl, Cse cycloalkyl, G- alkylamino, G haloalkyl, C(O)G-s alkyl, C(O)G-s
haloalkyl, C(O)NRs, C(O)G.s alkylamino, SQCi.6 alkyl, SQCi-6 haloalkyl, SQCs.6
cycloalkyl, SONR1s, SONCi.6 alkylamino,Cs.¢ aryl, Ci.s heteroaryl, C(O)€s aryl,
C(O)Gu.6 heteroaryl, S@Cs.6 aryl, and S@Ci.6 heteroaryl, wherein £ alkyl, (CO)G-s
alkyl, C(O)G.s haloalkyl, SQCsearyl, and SQC1.6 alkyl, is optionally substituted with
Ci-6 alkoxy, halogen, €s aryl, and G.s heteroaryl; and 5-10 membered monocyclic or
bicyclic saturated heterocyclic ring with 1-3 heiioms selected from N, S or O, or
Ri0 andRi11 can be taken together to form a 5-10 membered nyotiocor bicyclic
saturated or unsaturated heterocyclic ring, whetleen5-10 membered monocyclic or
bicyclic saturated or unsaturated heterocyclic negptionally substituted with the
substituents selected from the group consistingawfino, G.s alkylamino, G.s
acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHzs)2, Ci-s alkyl, halogen, s
alkoxy, and hydroxyl; i is selected from the group consisting of hydrogdmsyairoxyl,
cyano, halogen, {& alkyl, Ci-6 alkoxy, G-s haloalkyl, G-s haloalkoxy, G-s acylamino,
Ci-s alkylamino, G.saryl, and G.s heteroaryl, wherein G alkoxy, and @ haloalkoxy,
is optionally substituted with one or more of theups selected from hydrogen;-£
alkyl, Ci.6 alkoxy, G-s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; andidRs
independently selected from the group consisting hgéirogen, @e alkyl, and
combinations thereof; D of Formula (V) is selechenin N or CR; E is selected from N
or CRs; F is selected from N or GRG is selected from N or GRRo is H; and R is
selected from the group consisting of hydrogens &lkyl, Ci¢ haloalkyl, G- alkoxy,
Cs.s cycloalkyl, C(0O)G.s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.-s alkylamino,
SQO:C16 alkyl, SGCi-6 haloalkyl, SGNR1s, SOGNCi.6 alkylamino,Cs.s aryl, Ci-6 alkyl-
Csearyl, G.s heterocyclyl, G alkyl-C1.6 heterocyclyl, G heteroaryl, €e alkyl-Ci-6
heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S&Cs aryl, and S@Ci-¢ heteroaryl,
wherein G.s alkyl, Ci.s alkoxy, G cycloalkyl, G aryl, G.s alkyl-Cs.6 aryl, Ci-6
heterocyclyl, G.s alkyl-C1.6 heterocyclyl, Ge heteroaryl, Ce alkyl-C1.6 heteroaryl,
(CO)Gu.6 alkyl, C(O)G-s haloalkyl, and Sei-s alkyl, is optionally substituted with one
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or more groups selected from hydrogen.s @lkyl, Ci-6 alkoxy, G-s cycloalkyl, G-s
aryl, Ci.6 heteroaryl, halogen, hydroxyl, -GEH, -COOH, and cyano

[00019¢] In yet another aspect, the present disclosure gesva process of preparation
of compounds of Formula (Ill) provided herein os ipolymorphs, stereoisomers,
prodrugs, solvates, co-crystals, intermediatesyrpaeeutically acceptable salts, and

metabolites thereof, the process comprising regétormula (1V) and Formula (V1)
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Formula (IV) Formula (V) Formula (IIT)

wherein Rg of Formula (V) is selected from nitro, and-€alkoxy; X of Formula (111)
is selected from O or S; Y is selected from O, NS@®), SQ or C; Z is selected from
N or CRz7 nis 0-2; R, Ry, Rs, Rs, Rz, Rs, and R are independently selected from the
group consisting of hydrogen, hydroxyl, cyano, halmgG.s alkyl, Ci-s alkoxy, G-s
haloalkyl, G.es haloalkoxy, G.s acylamino, Ge alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein & alkoxy, and @s haloalkoxy, is optionally
substituted with one or more of the groups selef@tech hydrogen, €s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; sRis absent or is
selected from the group consisting of hydrogens @lkyl, Cs.s cycloalkyl, G
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.-s
alkylamino, SQCi.6 alkyl, SQC;i.s haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs. aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQ@Ci6 alkyl, is optionally substituted with 1G alkoxy, halogen, & aryl,
and G.s heteroaryl; Ris selected from the group consisting of hydrog&ars alkyl, G-
e haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)G-s alkyl, C(O)G.-s haloalkyl, C(O)NRs,
C(O)C.s alkylamino, SQ@Cie alkyl, SQCie haloalkyl, SONRis, SONCis
alkylamino,Cs.saryl, Ci.6 alkyl-Cssaryl, Ci.6 heterocyclyl, Ge alkyl-C1.6 heterocyclyl,
Ci-6 heteroaryl, @s alkyl-Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.6
aryl, and S@C1.¢ heteroaryl, wherein G alkyl, Ci.6 alkoxy, G cycloalkyl, G.s aryl,
Cu16 alkyl-Cs.e aryl, Ci6 heterocyclyl, G alkyl-Ci-6 heterocyclyl, Gs heteroaryl,Ge
alkyl-C16 heteroaryl, (CO)¢s alkyl, C(O)G.s haloalkyl, and S€Cis alkyl, is
optionally substituted with one or more groups cele from hydrogen, £ alkyl, Ci6
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alkoxy, G cycloalkyl, G aryl, G- heteroaryl, halogen, hydroxyl, -GEIH, COOH,
and cyano; kb is hydrogen; R is selected from the group consisting of hydrogei
alkyl, Cs.s cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)G.s alkyl, C(O)G-s
haloalkyl, C(O)NRs, C(O)G.s alkylamino, SQCi.6 alkyl, SQCi-6 haloalkyl, SQCs.6
cycloalkyl, SONR1s, SONCi.6 alkylamino,Cs aryl, Ci.s heteroaryl, C(O)€s aryl,
C(O)Gu.6 heteroaryl, S@Cs.6 aryl, and S@Ci.6 heteroaryl, wherein £ alkyl, (CO)G-s
alkyl, C(O)G.s haloalkyl, SQCs.saryl, and SQ@Ci.¢ alkyl, is optionally substituted with
Ci1-6 alkoxy, halogen, €5 aryl, and G.s heteroaryl; and 5-10 membered monocyclic or
bicyclic saturated heterocyclic ring with 1-3 hei#ioms selected from N, S or O, or
Ri0 andR11 can betaken together to form a 5-10 membered monocyadlibioyclic
saturated or unsaturated heterocyclic ring, whetteen5-10 membered monocyclic or
bicyclic saturated or unsaturated heterocyclic neigptionally substituted with the
substituents selected from the group consistingawfino, G.s alkylamino, G.s
acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHz3)2, Ci-s alkyl, halogen, €s
alkoxy, and hydroxyl; i is selected from the group consisting of hydrodealroxyl,
cyano, halogen, {& alkyl, Ci-6 alkoxy, G-s haloalkyl, G-s haloalkoxy, G-s acylamino,
Cu16 alkylamino, Gearyl, and G.s heteroaryl, wherein & alkoxy, and @s haloalkoxy,

is optionally substituted with one or more of theups selected from hydrogen;-£
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s alkylnydroxy, cyano, and hydroxyl; ancid_s
independently selected from the group consisting hgéirogen, @e alkyl, and
combinations thereof; andsRRs, R7, Rs, and R are independently selected from the
group consisting of hydrogen, hydroxyl, cyano, halngG.s alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein < alkoxy, and @s haloalkoxy, is optionally
substituted with one or more of the groups seleftech hydrogen, s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl;sRs selected from the
group consisting of hydrogen,.€ alkyl, Cis haloalkyl, G- alkoxy, G.s cycloalkyl,
C(0)G-6 alkyl, C(O)G-s haloalkyl, C(O)NRs, C(O)G.s alkylamino, SQC1-s alkyl,
SO:C1-6 haloalkyl, SONR1s, SONCi.6 alkylamino,Cs.s aryl, Ci-s alkyl-Cs.s aryl, Ci6
heterocyclyl, G alkyl-C16 heterocyclyl, Gs heteroaryl, @ alkyl-Ci.6 heteroaryl,
C(0)Gs6 aryl, C(O)G-6 heteroaryl, S&Cs-6 aryl, and SQ@Ci.6 heteroaryl, wherein
alkyl, Ci-6 alkoxy, G.s cycloalkyl, G.s aryl, Ci-s alkyl-Cs.6 aryl, Ci-6 heterocyclyl, G
alkyl-C16 heterocyclyl, Gs heteroaryl,@s alkyl-Cis heteroaryl, (CO)Ces alkyl,
C(O)Ci6 haloalkyl, and S&C1-6 alkyl, is optionally substituted with one or ma@ups
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selected from hydrogen, 1€ alkyl, Cis alkoxy, G- cycloalkyl, G aryl, G
heteroaryl, halogen, hydroxyl, -GBH, COOH, and cyano; andi&is independently
selected from the group consisting of hydrogens &kyl, and combinations thereof.
[00019d] In yet another aspect, the present disclosure gesvia pharmaceutical
composition comprising a compound of Formula (§frRula (11), and Formula (IIl) or
a pharmaceutically acceptable salt thereof as geavherein with a pharmaceutically
acceptable carrier, optionally in combination wdhe or more other pharmaceutical
compositions.

[00019¢] In yet another aspect, the present disclosure gesvuse of the compounds
provided herein or a pharmaceutically acceptabletisareof in the manufacture of a
medicament for inhibiting one or more PADs in d.cel

[00020] In yet another aspect, th@esent disclosure further discloses a method for
inhibiting one or more PAD family in a cell with aiffective amount of the compound of
the present disclosure.

[00021] The present disclosure further discloses a metHotteating a condition
mediated by one or more PAD’s, the method comprisidministering to a subject
suffering from a condition mediated by one or m&#®&D family, a therapeutically
effective amount of the compound of Formula (I)frRola (11), and Formula (111) or the
pharmaceutical composition of the present disckswith other clinically relevant
agents or biological agents to a subject in neeethe

[00021a] In yet another aspect, the present disclosure gesvuse of a therapeutically
effective amount of the compound provided hereither pharmaceutical composition
provided herein in the manufacture of a medicani@ntreating a condition mediated
by one or more PAD’s, wherein the compound or tharmaceutical composition is to
be administered to a subject suffering from a ciiordimediated by one or more PAD
family.

[00021b] In yet another aspect, the present disclosureigewse of the compound of
Formula (1), Formula (1), and Formula (lll) as prded herein in the manufacture of a
medicament for the treatment of rheumatoid ar8)ritvasculitis, systemic lupus
erythematosus, ulcerative colitis, cancer, cystlrosis, asthma, cutaneous lupus

erythematosis, and psoriasis.
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[00022] In yet another aspect, the present disclosure fudiseloses a compound of
Formula (1), Formula (lI) and Formula (lll) usedrfthe treatment of rheumatoid
arthritis, vasculitis, systemic lupus erythematosulserative colitis, cancer, cystic
fibrosis, asthma, cutaneous lupus erythematosispsoidasis.

[00022a] In yet another aspect, the present disclosure gesvuse of the compound
provided herein or the pharmaceutical compositiavided herein together with other
clinically relevant agents or biological agentstiie manufacture of a medicament for
the treatment of a condition mediated by one orenfdAD family; or the treatment
and/or prevention of treatment of rheumatoid atithrivasculitis, systemic lupus
erythematosus, ulcerative colitis, cancer, cystlrosis, asthma, cutaneous lupus
erythematosis,and psoriasis.

[00022b] In yet another aspect, the present disclosure gesvuse of the compound
provided herein or the pharmaceutical compositiavided herein together with other
clinically relevant agents or biological agentstlie manufacture of a medicament for
the treatment of a condition mediated by one orenfdAD family; or the treatment
and/or prevention of acid-induced lung injury, rnegiory distress syndrome, allergen
induced asthma, allergic bronchopulmonary, chronicg disease of prematurity,
chronic obstructive pulmonary disease, colitis, ticysfibrosis, gouty arthritis,
inflammatory bowel disease, inflammatory lung dsseanflammatory pain, juvenile
rheumatoid arthritis, kidney disease, kidney injugused by parasitic infections,
kidney transplant rejection prophylaxis, lung igutupus, lupus nephritis, multiple
sclerosis, muscular dystrophy, non-allergen induiastima, osterarthritis, periodontitis,
peritoneal endometriosis, psoriasis,pulmonary dise@ulmonary fibrosis, pyogenic
sterile arthritis, renal disease, rheumatic disedseumatoid arthritis, sepsis, severe
pain and ulcerative colitis.

[00022c] In yet another aspect, the present disclosure gesviise of a therapeutically
effective amount of the compound provided hereither pharmaceutical composition
provided herein in the manufacture of a medicarfarthe treatment and/or prevention
of a condition mediated by one or more PAD famigodder, wherein the compound or
the pharmaceutical composition is to be adminigsteéoea subject suffering from the
condition mediated by one or more PAD family.

[00022d] In yet another aspect, the present disclosure gesviise of a combination of

the compounds provided herein or the pharmaceuwtaraposition provided herein with
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other clinically relevant agents or biological atgeim the manufacture of a medicament
for the treatment of rheumatoid arthritis.

[00022¢] In yet another aspect, the present disclosure gesviise of a combination of
the compounds provided herein or the pharmaceuwtaraposition provided herein with
other clinically relevant immune modulators agentthe manufacture of a medicament
for the treatment of cancer.

[00023] These and other features, aspects, and advantatiesgesent subject matter
will become better understood with reference to fbkowing description. This
summary is provided to introduce a selection ofcepts in a simplified form. This
summary is not intended to identify key featuregssential features of the disclosure,

nor is it intended to be used to limit the scopéhefsubject matter.

DETAILED DESCRIPTION

[00024] Those skilled in the art will be aware that thesera disclosure is subject to
variations and modifications other than those djpatly described. It is to be
understood that the present disclosure includesugh variations and modifications.
The disclosure also includes all such steps, feafucompositions and compounds
referred to or indicated in this specification, widually or collectively, and any and all
combinations of any or more of such steps or festur

Definitions

[00025] For convenience, before further description of pnesent disclosure, certain
terms employed in the specification, and examplescallected here. These definitions
should be read in the light of the remainder of diszlosure and understood as by a
person of skill in the art. The terms used heramehthe meanings recognized and
known to those of skill in the art, however, for genience and completeness,
particular terms and their meanings are set foethv.

[00026] The articles “a”, “an” and “the” are used to referone or to more than one (i.e., to
at least one) of the grammatical object of theckerti

[00027] Throughout the description and the claims whiclofe] unless the context requires
otherwise, the word “comprise”, and variations sasH'comprises” and “comprising”, will be
understood to imply the inclusion of a stated ietegr step or group of integers but not to the
exclusion of any other integer or step or grouptggers or steps

[00028] The term “including” is used to mean “including gt limited to”. “Including” and

“including but not limited to” are used interchaaéy.
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73) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-

5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)n@inone

74) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-

6-methyl-5,6-dihydro-4H-imidazo[1,5,4-de]quinoxabryl)methanone,

75) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-6-

methyl-5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalirny§methanone,

76) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl H-indol-2-yl)-6-

(methylsulfonyl)-5,6-dihydro-4H-imidazo[1,5,4-dejgoxalin-8-yl)methanone,

77) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb,6-difluoro-1H-indol-2-yl)-

5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)nhainone,

78) (R)-(3-aminopiperidin-1-yl)(6-cyclopropyl-2-(1-(chapropylmethyl)-1H-indol-2-

yl)-5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8)yhethanone,

79) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl H-indol-2-yl)-6-

(phenethylsulfonyl)-5,6-dihydro-4H-imidazo[1,5,4}deinoxalin-8-yl)methanone,

80) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyd-fluoro-1H-indol-2-yl)-5,6-

dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey

81) (R)-(3-aminopiperidin-1-yl)(6-((4-chlorophenyl)satiyl)-2-(1-

(cyclopropylmethyl)-1H-indol-2-yl)-5,6-dihydro-4Hwidazo[1,5,4-de]quinoxalin-8-

yl)methanone,

82) (R)- (3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylH-indol-2-yl)-6-

(cyclopropylsulfonyl)-5,6-dihydro-4H-imidazo[1,5de]quinoxalin-8-yl)methanone,

83) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl H-indol-2-yl)-6-((2-

ethoxyethyl)sulfonyl)-5,6-dihydro-4H-imidazo[1,5¢d&]quinoxalin-8-yl)methanone,

84) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyf-methyl-1H-indol-2-yl)-

5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)nhatnone,

85) (R)-1-(8-(3-aminopiperidine-1-carbonyl)-2-(1-(cypl@pylmethyl)- 1H-indol-2-yl)-
4,5-dihydro-6H-imidazol[1,5,4-de]quinoxalin-6-yl)eti-1-one,

86) (R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl H-indol-2-yl)-5,6-dihydro-
4H-imidazo[1,5,4-de]quinoxalin-8-yl)methanethione.

87) (R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(cycloppglmethyl)-6-fluoro-1H-indol-
2-yl)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylenjfgthanone, and

88) (R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(pyrimidi5-ylmethyl)-1H-indol-2-yl)-
3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)raetime
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(R)-(3-aminopiperidin-1-yl)(2-(7-chlor o-1-(2-methoxyethyl)-1H-indol-2-yl)-3,4-dihydr o-5-

oxa-1,2a-diazaacenaphthylen-7-yl)methanone

=
T
N
j)
- Z/\/o\

cl
N
N N
o)
[000194] IHNMR (400 MHz, DMSO-@) 5 (ppm): 7.68 (d,J = 7.8 Hz, 1H), 7.34 (d] =

7.9 Hz, 1H), 7.31 (s, 1H), 7.22 (s, 1H), 7.15)( 7.7 Hz, 1H), 6.77 (s, 1H), 5.23 Jt= 5.4 Hz,
2H), 4.57 (s, 4H), 3.58 (§ = 5.48 Hz, 2H), 2.97 (s, 3H), 2.92 (bs, 2H), 2(66 2H), 1.85 (dJ

= 10.2 Hz, 2H), 1.66 (bs, 2H), 1.43 (m, 1H), 1.2381.(m, 2H). MS (ESI): mass calcd. for
C26H26CINsO5 493.1; foundn'z 494.5 [M+H]F.

Example-37:

(R)-(3-aminopiperidin-1-yl)(2-(1-(4-(hydr oxymethyl)benzyl)-1H-indol-2-yl)-3,4-dihydr 0-5-

oxa-1,2a-diazaacenaphthylen-7-ylYmethanone trifluor oacetic acid salt

FFJ\W N2 07 (d

(o}
[000195] 'HNMR (400 MHz, DMSO-@) 8 (ppm): 7.71 (dJ = 7.7 Hz, 1H), 7.47 (d] =
8.3 Hz, 1H), 7.27 (s, 2H), 7.23 &~ 7.5 Hz, 1H), 7.15-7.11 (m, 3H), 7.02 @ 8.0 Hz, 2H),
6.75 (s, 1H), 6.10 (s, 2H), 5.04 (bs, 1H), 4.6244), 4.56 (s, 2H), 4.36 (s, 2H), 2.91 (bs, 2H),
2.69 (m, 2H), 1.90-1.83 (m, 2H), 1.64 (m, 2H) 139 1H), 1.25-1.23 (m, 2H). MS (ESI):
mass calcd. for £Hs1NsO3 521.2; foundn/'z 522.2 [M+H]'.
Example-38:
(R,E)-N-(1-(2-(1-(cyclopropylmethyl)-1H-indol-2-yl)-3,4-dihydr o-5-oxa-1,2a-
diazaacenaphthylene-7-car bonyl)piperidin-3-yl)-4-(dimethylamino)but-2-enamide

trifluoroacetic acid salt

115



R-(3-aminopiperidin-1-yl)(2-(1-(cyclopr opylmethyl)-1H-indol-2-yl)-6-methyl-5,6-
dihydro-4H-imidazo[1,5,4-delquinoxalin-8-yl)methanone (Example-72)

o oy

0]
[000258] 'HNMR (400 MHz, DMSO-@) §(ppm): 7.67 (t J= 8 Hz, 2H), 7.28 (t]
= 8 Hz, 1H), 7.13-7.05 (m, 3H), 6.45 ( s, 1H), 4(65J = 8 Hz, 2H), 4.47 (m, 2H),
4.12 (m, 2H), 3.46 (m, 2H) 2.96 (s, 4H), 2.80 (h),21.99 (m, 2H), 1.66 (m, 1H),
1.46-1.44 (m, 1H) ,1.33-1.18 (m, 3H), 0.31-133 #@nl). MS (ESI): mass calcd. for
CosH32N6O, 468.61; m/z found, 469.3 [M+H]
[000259] Following compoundgExamples 73, 77 and 80) were synthesized
using the procedure as exemplified Eotample-63.
Example-73
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl)-6-methoxy-1H-indol-2-yl)-
5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)methanone

o oy

0]
[000260] HNMR (400 MHz, DMSO-@) 8(ppm): 7.60 (m, 1H), 7.14 (bs, 1H),
6.98 (s, 1H), 6.91 (m, 1H), 6.74 (m, 1H), 6.38 @H), 4.65 (d,J = 8 Hz, 2H), 4.45 (m,
2H), 3.83 (bs, 4H), 2.91 (bs, 1H), 2.53 (m, 3HB&. (M, 2H), 1.64 (m,2H), 1.41 (m,
2H), 1.22-1.17 (m, 3H), 0.21-0.20 (m, 2H), 0.01 @n). MS (ESI): mass calcd. for
CogH32N6O2, 484.26; m/z found, 485[B1+H] ™.
Example-74
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl)-6-methoxy-1H-indol-2-yl)-6-
methyl-5,6-dihydr o-4H-imidazo[ 1,5,4-de]quinoxalin-8-yl)methanone

143



[/Weclaim:

1 A compound of Formula (1)
Ry, Ri13
Rs3
\Y AWl
\ Ris
R11 A~
I\Il ‘ />7R16
AN
Rig” B z
X
Formula (1)

their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabadhtagof,

wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 56 C;

Z is selected from N or GR

A is selected from N or CR

B is selected from N or GR

nis 0-2;

R1, and R are independently selected from the group congjsif hydrogen, hydroxyl,
cyano, halogen, £ alkyl, Ci-6 alkoxy, G-s haloalkyl, G- haloalkoxy, G.s acylamino,
Ci.s alkylamino, G.saryl, and G.s heteroaryl, wherein

Ci-s alkoxy, and @ haloalkoxy, is optionally substituted with one more of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl,

Rs is absent or is selected from the group consistihdnydrogen, @s alkyl, Gs-e
cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)Ge alkyl, C(O)G.s haloalkyl,
C(O)NRw, C(0)G.-6 alkylamino, SQCi.6 alkyl, SQCs.6 cycloalkyl, SQCi.¢ haloalkyl,
SONR1s, SONCi16 alkylamino, Cs aryl, Ci.s heteroaryl, C(O)€s aryl, C(O)Gs
heteroaryl, S@Cs.s aryl, and SQCi.6 heteroaryl, wherein
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Cie alkyl, (CO)G-s alkyl, C(O)G-s haloalkyl, SQCs.s aryl, and S@Ci¢ alkyl, is
optionally substituted with s alkoxy, halogen, €s aryl, and G heteroaryl;

Riois hydrogen;

Ri1is selected from the group consisting of hydrodens alkyl, Cs.s cycloalkyl, G-e
alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQC;i.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.e aryl, Ci.¢ heteroaryl, C(O)€s aryl, C(O)G-¢ heteroaryl, S&Cs.¢ aryl,
and SQCi.¢ heteroaryl, wherein

Cie alkyl, (CO)G.s alkyl, C(O)G. haloalkyl, SQCss aryl, and SQCi¢ alkyl, is
optionally substituted with & alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10
membered monocyclic or bicyclic saturated heterbcyeng with 1-3 heteroatoms
selected from N, S or O, or

Ri0 andRi11 can be taken together to form a 5-10 membered nyohiocor bicyclic
saturated or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents s&ddtom the group consisting of amino,
Ci.6 alkylamino, G- acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHj),,

Ci-6 alkyl, halogen, €¢ alkoxy, and hydroxyl;

R12, Ri3, Ri4, and Rs are independently selected from the group congisif hydrogen,
C1-6 alkyl, Ci-6 haloalkyl, G-s alkylamino, G.saryl, and G.¢ heteroaryl; or

Ri12 and Rs can be taken together to form =O or =S; or

Ri14 and Rs can be taken together to form =O or =S;

Ri6 is selected from the group consisting of hydrodged¥ membered monocyclic or
bicyclic aryl, and 5-10 membered monocyclic or biay heteroaryl with 1-5
heteroatoms selected from N, S or O, wherein

5-10 membered monocyclic or bicyclic aryl, and 5-#i@mbered monocyclic or
bicyclic heteroaryl are optionally substituted with5 substituents selected from the
group consisting of hydroxyl, cyano, halogen,e@lkyl, Ci.6 alkoxy, G cycloalkyl,
C1-6 haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.¢ aryl, G-s alkyl-Cs.

6 aryl, Co.s alkenyl-G.s aryl, Cis heterocyclyl, Ci6 alkyl-Ci.s heterocyclyl, Ge
heteroaryl, and s alkyl-Ci.s heteroaryl, wherein < alkyl, Cis alkoxy, Gs
cycloalkyl, G.s aryl, G.s alkyl-Cs.6 aryl, Gi-s heteroaryl, @¢ alkyl-Ci1.¢ heteroaryl, and

Cu16 alkyl-C1.6 heterocyclyl is optionally substituted with one more of the groups
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selected from hydrogen, 1€ alkyl, Cis alkoxy, Gs cycloalkyl, G.s heteroaryl,
halogen, hydroxyl, -CKHOH, -COOH, and cyano;

Ri17 is selected from the group consisting of hydrodemroxyl, cyano, halogen, 1@
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s
aryl, and G.s heteroaryl, wherein

Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.€C alkyl, Ci.s alkoxy, G.s haloalkyl, G
alkylhydroxy, cyano, and hydroxyl; and

Rig is independently selected from the group congjstih hydrogen, €e alkyl, and
combinations thereof.

2. The compound of Formula (I) as claimed in claim their polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof, wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 56 C;

Z is selected from N or GR

A is selected from N or CR

B is selected from N or GR

nis 0-1;

Ri1, and R are independently selected from the group congigif hydrogen, hydroxyl,
Cu alkyl, Ci6 alkoxy, G.s haloalkyl, and @€s haloalkoxy, wherein

Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.€C alkyl, Ci.s alkoxy, G.s haloalkyl, Gs
alkylhydroxy, cyano, and hydroxyl,

Rz is absent or is selected from the group consistihdyydrogen, @e alkyl, Cs.e
cycloalkyl, G alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G-s haloalkyl,
C(O)NRus, C(0O)G.6 alkylamino, SQCi6 alkyl, SOCi.6 haloalkyl, SQCz.6 cycloalkyl,
SO:NRi1s, SONCi6 alkylamino, Css aryl, Ci-s heteroaryl, C(O)€s aryl, C(O)Gs
heteroaryl, S@Cs¢ aryl, and SQ@Cy.¢ heteroaryl, wherein & alkyl, (CO)G.s alkyl,
C(0)C.6 haloalkyl, SQCs.6 aryl, and SQ@C1.6 alkyl, is optionally substituted with1(
alkoxy, halogen, €s aryl, and G- heteroaryl,

R1ois hydrogen;

Ri1is selected from the group consisting of hydrodens alkyl, Cs.s cycloalkyl, G.e
alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
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alkylamino, SQCi.6 alkyl, SQC;i.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.¢ aryl,
and SQCi.¢ heteroaryl, wherein

Ci-6 alkyl, (CO)G-s alkyl, C(O)G.s haloalkyl, SQCss aryl, and SQ@Ci¢ alkyl, is
optionally substituted with & alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10
membered monocyclic or bicyclic saturated heterticygng with 1-3 heteroatoms
selected from N, S or O, or

R10 andR11 can betaken together to form a 5-10 membered monocyalibioyclic
saturated or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents s&ddtom the group consisting of amino,
Ci-6 alkylamino, G-s acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHs)2, Ci-

e alkyl, halogen, s alkoxy, and hydroxyl;

R12, Ri3, R4, and Rs are independently selected from the group congjsif hydrogen,
C1-6 alkyl, Ci-6 haloalkyl, G-s alkylamino, G.saryl, and G.¢ heteroaryl; or

R12 and R3 can be taken together to form =O or =S; or

R14 and Rs can be taken together to form =O or =S;

Rie is selected from the group consisting of hydroged0 membered monocyclic or
bicyclic aryl, and 5-10 membered monocyclic or biay heteroaryl with 1-5
heteroatoms selected from N, S or O, wherein

5-10 membered monocyclic or bicyclic aryl, and 5-#i@mbered monocyclic or
bicyclic heteroaryl are optionally substituted witks substituents selected from the
group consisting of hydroxyl, cyano, halogen,e@lkyl, Ci.6 alkoxy, G cycloalkyl,
C1-6 haloalkyl, G-s haloalkoxy, G.s acylamino, G alkylamino, G.s aryl, G-s alkyl-Cs.

6 aryl, G.s alkenyl-G.s aryl, Ci.s heterocyclyl, Ci6 alkyl-Ci.s heterocyclyl, GCe
heteroaryl, and Gs alkyl-Ci6 heteroaryl, wherein & alkyl, Cis alkoxy, Gs
cycloalkyl, G.s aryl, G.s alkyl-Cs.s aryl, G.-s heteroaryl, @¢ alkyl-C1.¢ heteroaryl, and
Ci-6 alkyl-C1.6 heterocyclyl is optionally substituted with one roore of the groups
selected from hydrogen, 1€ alkyl, Cis alkoxy, G cycloalkyl, G.s heteroaryl,
halogen, hydroxyl, -CKHOH, -COOH, and cyano;

Ri17 is selected from the group consisting of hydrodemroxyl, cyano, halogen, 1@
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s

aryl, and G.s heteroaryl, wherein
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Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl; and

Ris is independently selected from the group congstih hydrogen, €s alkyl, and
combinations thereof.

3. The compound of Formula (I) as claimed in claim their polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof, wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 8&r C;

Z is selected from N or GR

A is selected from N or CR

B is selected from N or GR

nis 0-2;

Ri1, and R are independently selected from the group congigif hydrogen, hydroxyl,
cyano, halogen, {& alkyl, Ci-6 alkoxy, G-s haloalkyl, G-s haloalkoxy, G-s acylamino,
C1-6 alkylamino, Gsaryl, and G.¢ heteroaryl, wherein

Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.€C alkyl, Ci.s alkoxy, G.s haloalkyl, G
alkylhydroxy, cyano, and hydroxyl,

Rz is absent or is selected from the group consistihdiydrogen, @e alkyl, Cs.e
cycloalkyl, G.s alkylamino, C(O)Gs alkyl, C(O)NRs, C(O)G.s alkylamino, SGC16
alkyl, SQCs.6 cycloalkyl, SONR1s, SONC1.6 alkylamino,Cs.6 aryl, Ci-s heteroaryl,
C(0)Gs6 aryl, C(O)G-6 heteroaryl, S&Cs-6 aryl, and S@Ci.6 heteroaryl, wherein
alkyl, (CO)G.s alkyl, SOCs-6 aryl, and S@Ci.6 alkyl, is optionally substituted withiG
alkoxy, halogen, € aryl, and G. heteroaryl;

RioandR11is taken together to form a 5-10 membered monocyelbicyclic saturated
or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents selddtom the group consisting of amino,
C>.4 alkylamino, G.4 acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHa)2, C-
4 alkyl, halogen, €4 alkoxy, and hydroxyl;

R12, Ri3, R4, and Rs are independently selected from the group congjsif hydrogen,

C1-6 alkyl, Ci-6 haloalkyl, G.s alkylamino, G.saryl, and G.¢ heteroaryl; or
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Ri12 and Rs can be taken together to form =O or =S; or

R14 and Rs can be taken together to form =O or =S;

Ri6 is selected from the group consisting of hydrodged¥ membered monocyclic or
bicyclic aryl, and 5-10 membered monocyclic or biay heteroaryl with 1-5
heteroatoms selected from N, S or O, wherein

5-10 membered monocyclic or bicyclic aryl, and 5-#i@mbered monocyclic or
bicyclic heteroaryl are optionally substituted with5 substituents selected from the
group consisting of hydroxyl, cyano, halogen,e@lkyl, Ci.6 alkoxy, G cycloalkyl,
C1-6 haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s aryl, Gi-s alkyl-Cs.

6 aryl, G alkenyl-G. aryl, Cis heterocyclyl, Ci6 alkyl-Ci.s heterocyclyl, GCe
heteroaryl, and s alkyl-Ci.s heteroaryl, wherein < alkyl, Cis alkoxy, Gs
cycloalkyl, G.s aryl, G.s alkyl-Cs.6 aryl, G.-s heteroaryl, @¢ alkyl-Ci1.¢ heteroaryl, and
Cu16 alkyl-C1.6 heterocyclyl is optionally substituted with one more of the groups
selected from hydrogen, 1€ alkyl, Cis alkoxy, Gs cycloalkyl, G.s heteroaryl,
halogen, hydroxyl, -CkHOH, -COOH, and cyano;

Ri17 is selected from the group consisting of hydrodemroxyl, cyano, halogen, 1@
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s
aryl, and G.s heteroaryl, wherein

Ci-s alkoxy, and @ haloalkoxy, is optionally substituted with one more of the
groups selected from hydrogen,:.€C alkyl, Ci.s alkoxy, G.s haloalkyl, G
alkylhydroxy, cyano, and hydroxyl; and

Rig is independently selected from the group congjstih hydrogen, €e alkyl, and
combinations thereof.

4, The compound of Formula (I) as claimed in claim their polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof, wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 56 C;

Z is selected from N or GR

A is selected from N or CR

B is selected from N or GR

nis 0-1;

R1, and R are independently selected from the group congjsif hydrogen, hydroxyl,
Cu6 alkyl, Ci6 alkoxy, G.s haloalkyl, and @€s haloalkoxy, wherein
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Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl,

Rz is absent or is selected from the group consistihdpydrogen, €s alkyl, CGse
cycloalkyl, G alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl,
C(O)NRi, C(0)G.-6 alkylamino, SQCi.6 alkyl, SQC1.6 haloalkyl, SQCz.6 cycloalkyl,
SO:NR1s, SONCi6 alkylamino, Css aryl, Ci-s heteroaryl, C(O)€s aryl, C(O)Gs
heteroaryl, S@Cs¢ aryl, and S@Ci1.6 heteroaryl wherein < alkyl, (CO)G-s alkyl,
C(0)C.6 haloalkyl, SQCs.6 aryl, and SQ@C1.6 alkyl, is optionally substituted with1(
alkoxy, halogen, € aryl, and G. heteroaryl;

R0 and R11 are taken together to form a 5-10 membered moncyxl bicyclic
saturated or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents selddtom the group consisting of amino,
C>.4 alkylamino, G.4 acylamino, -NHC(NH)CHECI, -NHC(O)CH=CHCHN(CHs)2, Co-

4 alkyl, halogen, €4 alkoxy, and hydroxyl;

Ri12 and Rs can be taken together to form =O or =S; or

Ri14 and Rs can be taken together to form =O or =S;

Ri6 is selected from the group consisting of hydrodged¥ membered monocyclic or
bicyclic aryl, and 5-10 membered monocyclic or biay heteroaryl with 1-5
heteroatoms selected from N, S or O, wherein

5-10 membered monocyclic or bicyclic aryl, and 5-#i@mbered monocyclic or
bicyclic heteroaryl are optionally substituted with5 substituents selected from the
group consisting of hydroxyl, cyano, halogen,e@lkyl, Ci.6 alkoxy, G cycloalkyl,
C1-6 haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.¢ aryl, G-s alkyl-Cs.

6 aryl, G.s alkenyl-G.s aryl, Cis heterocyclyl, Ci6 alkyl-Ci.s heterocyclyl, GCe
heteroaryl, and Cs alkyl-Cis heteroaryl, wherein & alkyl, Cis alkoxy, Gs
cycloalkyl, G.s aryl, G.s alkyl-Cs.s aryl, Gi-s heteroaryl, @¢ alkyl-Ci1.¢ heteroaryl, and
Cu16 alkyl-C1.6 heterocyclyl is optionally substituted with one more of the groups
selected from hydrogen, 1€ alkyl, Cis alkoxy, Gs cycloalkyl, G.s heteroaryl,
halogen, hydroxyl, -CkHOH, -COOH, and cyano;

Ri17 is selected from the group consisting of hydrodemroxyl, cyano, halogen, 1@
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s

aryl, and G.s heteroaryl, wherein
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Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl; and

Ris is independently selected from the group congstih hydrogen, €s alkyl, and
combinations thereof.

5. The compound of Formula (I) as claimed in claim their polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof, wherein

XisOorS;

Y is selected from O, N, S, S(O), 8&r C;

Z is selected from N or GR

Ais CRy;

B is CR;

nis 0-1;

Ri1, and R are independently selected from hydrogen;

Rs is absent or is selected from hydrogens @lkyl, Cs6 cycloalkyl, C(O)G.s alkyl,
SO.Cs6 cycloalkyl, SQCs.6 aryl, and S@Ci-6 alkyl, wherein S@Ci.6 alkyl, SQCs.6
aryl is optionally substituted withi@ alkoxy, halogen, € aryl, and G.s heteroaryl;

Ri0 and R11 are taken together to form a 5-6 membered monaryssturated
heterocyclic ring, wherein

the 5-6 membered monocyclic saturated heterocyiclicis optionally substituted with
the substituents selected from amino, -NHC(O)CH=ELNQCHs)2, or GCs
alkylamino;

R12, Ri3, Ri4, and Rs are independently selected from hydrogen os &kyl; or;

Ri12 and Rs can be taken together to form =O or =S; or

R14 and Rs can be taken together to form =O or =S;

Ri6 is selected from the group consisting of hydroded0 membered bicyclic aryl,
and 5-10 membered bicyclic heteroaryl with 1-2 teoms selected from N or S,
wherein

5-10 membered bicyclic aryl, and 5-10 membered dhicyheteroaryl are optionally
substituted with 1-3 substituents selected from ghmup consisting of halogen,: €
alkyl, Ci6 alkoxy, G-s haloalkyl, G.s aryl, Gi-s alkyl- Cs.6 aryl, G-s alkenyl-G.s aryl,
Ci6 heterocyclyl, Ci16 alkyl-Ci6 heterocyclyl, Gs heteroaryl, and < alkyl-Ci-6
heteroaryl, wherein (& alkyl, Ci-6 alkoxy, Gs aryl, G.s alkyl-Cs.¢ aryl, G.-s heteroaryl,
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Cu6 alkyl-C1.6 heteroaryl, and s alkyl-Ci.6 heterocyclyl is optionally substituted with
one or more of the groups selected from hydrogens &kyl, Ci.s alkoxy, Gs
cycloalkyl, G.s heteroaryl, halogen, hydroxyl, -G8BH, -COOH, and cyano;

R17 is selected from hydrogen, oi-€alkyl; and

Rig is independently selected from the group congjstih hydrogen, €e alkyl, and

combinations thereof.

6. A compound of Formula (II)
N
Y n Rs
\ D
,R11 A/ ‘ N N ‘ \T
N 7\
Rig” \B z G4F
R
X 9
Formula (II)

their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabadhtgof,

wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 8&r C;

Z is selected from N or GR

A'is selected from N or CR

B is selected from N or GR

D is selected from N or GR

E is selected from N or GR

F is selected from N or GR

G is selected from N or GR

nis 0-2;

R1, R, Rs, Re, Rz, Rg, and R are independently selected from the group congisif
hydrogen, hydroxyl, cyano, halogen,€alkyl, Ci.s alkoxy, G-s haloalkyl, G-6
haloalkoxy, G-s acylamino, @ alkylamino, G.saryl, G.s alkenyl- G.s aryl, and G.s
heteroaryl, wherein

Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.€C alkyl, Ci.s alkoxy, G.s haloalkyl, G
alkylhydroxy, cyano, and hydroxyl,
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Rz is absent or is selected from the group consistihdiydrogen, @e alkyl, Cs.e
cycloalkyl, G alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G-s haloalkyl,
C(O)NRus, C(0O)G.6 alkylamino, SQCi6 alkyl, SOCi.6 haloalkyl, SQCz.6 cycloalkyl,
SO:NR1s, SONCi6 alkylamino, Css aryl, Ci-s heteroaryl, C(O)€s aryl, C(O)Gs
heteroaryl, S@Cs¢ aryl, and SQ@Cy.¢ heteroaryl, wherein & alkyl, (CO)G.s alkyl,
C(0)C.-6 haloalkyl, SQCs.6 aryl, and SQ@C1.6 alkyl, is optionally substituted with1G
alkoxy, halogen, €s aryl, and G.s heteroaryl,

R4 is selected from the group consisting of hydrodgens alkyl, Ci-s haloalkyl, G.s
alkoxy, G cycloalkyl, C(0)G.s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G-s
alkylamino, SQCi.¢ alkyl, SOC1-6 haloalkyl, SGNR1s, SONC;.-6 alkylamino,Cssaryl,
Cu16 alkyl-Cs.s aryl, Ci.6 heterocyclyl, G alkyl-Cy.6 heterocyclyl, Gs heteroaryl, s
alkyl-C16 heteroaryl, C(O)€s aryl, C(O)G.-s heteroaryl, SeCs.s aryl, and SQCi6
heteroaryl, wherein £ alkyl, Ci-6 alkoxy, G cycloalkyl, G.s aryl, G.s alkyl-Cs.6
aryl, CG.s heterocyclyl, Gs alkyl-Ci.6 heterocyclyl, Gs heteroaryl, @s alkyl-Ci6
heteroaryl, (CO)&s alkyl, C(O)G-s haloalkyl, and SeCis alkyl, is optionally
substituted with one or more groups selected frgdrdgen, G.s alkyl, Ci-s alkoxy, G-

g cycloalkyl, G aryl, Ci.6 heteroaryl, halogen, hydroxyl, -GBH, -COOH, and cyano;

Riois hydrogen;

Ri1is selected from the group consisting of hydrodens alkyl, Cs.s cycloalkyl, G-e
alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQCi.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.e aryl, Ci.6 heteroaryl, C(O)€s aryl, C(O)G-¢ heteroaryl, S&Cs.¢ aryl,
and SQCi.¢ heteroaryl, wherein

Cie alkyl, (CO)G.s alkyl, C(O)G. haloalkyl, SQCss aryl, and SQCi¢ alkyl, is
optionally substituted with & alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10
membered monocyclic or bicyclic saturated heterbcyeng with 1-3 heteroatoms
selected from N, S or O, or

Ri0 andRi11 can be taken together to form a 5-10 membered nyotiocor bicyclic
saturated or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents s&ddtom the group consisting of amino,
Ci.6 alkylamino, G- acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHj),,

Ci-s alkyl, halogen, €s alkoxy, and hydroxyl;
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Ri7 is selected from the group consisting of hydrodgmroxyl, cyano, halogen,1G
alkyl, Ci.6 alkoxy, G.s haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, G.s
aryl, and G.s heteroaryl, wherein

Ci-s alkoxy, and @ haloalkoxy, is optionally substituted with one more of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl; and

Ris is independently selected from the group congstih hydrogen, €s alkyl, and
combinations thereof.

7. A compound of Formula (llI)

R3\
Y/% Ra Rs
R \
N N Re
T11
N ‘ /7 N\
R1g 4 R;
X R, Rg Rg
Formula (III)

their polymorphs, stereoisomers, prodrugs, solyates-crystals, intermediates,
pharmaceutically acceptable salts, and metabahtggof,

wherein

X is selected from O or S;

Y is selected from O, N, S, S(O), 8&r C;

Z is selected from N or GR

nis 0-2;

R1, R, Rs, Rs, R7, Rs, and R are independently selected from the group congjsti
hydrogen, hydroxyl, cyano, halogeni-&alkyl, Cis alkoxy, G- haloalkyl, G-s
haloalkoxy, G.s acylamino, Ge alkylamino, G.saryl, G.s alkenyl- G aryl, and Gs
heteroaryl, wherein

Ci-6 alkoxy, and @ haloalkoxy, is optionally substituted with one more of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl,

Rz is absent or is selected from the group consisthdpydrogen, €s alkyl, CGse
cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)Ge alkyl, C(O)G.s haloalkyl,
C(O)NRw, C(0)G.-6 alkylamino, SQCi.6 alkyl, SQC1.6 haloalkyl, SQCz-6 cycloalkyl,
SONR1s, SONCi16 alkylamino, Cs aryl, Ci.s heteroaryl, C(O)€s aryl, C(O)Gs
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heteroaryl, S@Cs¢ aryl, and SQ@Cy.¢ heteroaryl, wherein & alkyl, (CO)G.s alkyl,
C(0)C.-6 haloalkyl, SQCs.6 aryl, and SQ@C1.6 alkyl, is optionally substituted with1(
alkoxy, halogen, €s aryl, and G.s heteroaryl,

R4 is selected from the group consisting of hydrodgens alkyl, Ci.s haloalkyl, G.s
alkoxy, G cycloalkyl, C(0)G.s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G-s
alkylamino, SQCi.¢ alkyl, SOCi-6 haloalkyl, SGNR1s, SONC;.-6 alkylamino,Cssaryl,
Cu16 alkyl-Cs.s aryl, Ci.6 heterocyclyl, G alkyl-Cy.6 heterocyclyl, Gs heteroaryl, s
alkyl-C16 heteroaryl, C(O)€s aryl, C(O)G.-s heteroaryl, SeCs. aryl, and SQCi6
heteroaryl, wherein £ alkyl, Ci-6 alkoxy, G cycloalkyl, G.s aryl, G.s alkyl-Cs.6
aryl, G.s heterocyclyl, Gs alkyl-Ci.6 heterocyclyl, Ge heteroaryl,ge alkyl-Cie
heteroaryl, (CO)&s alkyl, C(O)G-s haloalkyl, and SeCis alkyl, is optionally
substituted with one or more groups selected frgdrdgen, G.s alkyl, Ci-6 alkoxy, G-

g cycloalkyl, G.e aryl, Gi6 heteroaryl, halogen, hydroxyl, -GEIH, -COOH, and cyano;
Riois hydrogen;

Ri1is selected from the group consisting of hydrodens alkyl, Cs.s cycloalkyl, G-e
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.-s
alkylamino, SQCi.6 alkyl, SQCi.s haloalkyl, SQCsz.6 cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs. aryl,
and SQCi.¢ heteroaryl, wherein

Ci-6 alkyl, (CO)G-s alkyl, C(O)G.s haloalkyl, SQCss aryl, and S@Ci¢ alkyl, is
optionally substituted with & alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10
membered monocyclic or bicyclic saturated heterticygng with 1-3 heteroatoms
selected from N, S or O, or

R10 andR11 can betaken together to form a 5-10 membered monocyalibioyclic
saturated or unsaturated heterocyclic ring, wherein

the 5-10 membered monocyclic or bicyclic saturatednsaturated heterocyclic ring is
optionally substituted with the substituents s&@ddtom the group consisting of amino,
Ci-6 alkylamino, G.s acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHs)2, Ci-

e alkyl, halogen, s alkoxy, and hydroxyl;

Ri7 is selected from the group consisting of hydrodgmroxyl, cyano, halogen,1G
alkyl, Ci-6 alkoxy, G-s haloalkyl, G.s haloalkoxy, G-s acylamino, G.s alkylamino, G-
aryl, and G.s heteroaryl, wherein
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Ci6 alkoxy, and @e haloalkoxy, is optionally substituted with one miore of the
groups selected from hydrogen,:.& alkyl, Cis alkoxy, G.s haloalkyl, G-
alkylhydroxy, cyano, and hydroxyl; and

Ris is independently selected from the group congstih hydrogen, €s alkyl, and
combinations thereof.

8. The compound of Formula (I) as claimed in claim 1 iwr polymorphs,
stereoisomers, prodrugs, solvates, co-crystalsernmdiates, pharmaceutically
acceptable salts, and metabolites thereof, whisklexted from a group consisting of:
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylH-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@ne
(R)-(3-aminopyrrolidin-1-yl)(2-(1-(cyclopropylmethylH-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@e
(R)-(3-aminopiperidin-1-yl)(2-(1-ethyl-1H-indol-2Ry3,4-dihydro-5-oxa-1,2a-
diazaacenaphthylen-7-yl)methandqBg
(2-(aminomethyl)piperidin-1-yl)(2-(1-(cyclopropylrtie/l)-1H-indol-2-yl)-3,4-dihydro-
5-oxa-1,2a-diazaacenaphthylen-7-yl)methan@he
(R)-(3-aminopiperidin-1-yl)(2-(1-ethyl-1H-pyrrolo[2-b]pyridin-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methanone (5),(R)-(3-aminopiperidin-1-yl)(1-(1-
(cyclopropylmethyl)-1H-indol-2-yl)-8,9-dihydro-7H-6xa-2,9a-diazabenzo[cd]azulen-
4-yl)methanon€6),
(R)-(3-aminopyrrolidin-1-yl)(1-(1-(cyclopropylmethylH-indol-2-yl)-8,9-dihydro-7H-
6-oxa-2,9a-diazabenzo[cd]azulen-4-yl)methan@e
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyr-methyl-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharihe
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methari@pe
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-4-ylmetty1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methang,
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-2-ylmetty1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methandnig,
(R)-(3-aminopiperidin-1-yl)(2-(3-ethylbenzo[b]thioph-2-yl)-3,4-dihydro-5-oxa-1,2a-
diazaacenaphthylen-7-yl)methandig),
(R)-(3-aminopiperidin-1-yl)(2-(1-(4-chlorobenzylHtindol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{ti),
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(R)-(3-aminopiperidin-1-yl)(2-(1-(2-fluorobenzyl)- tidol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{h®,
(R)-(3-aminopiperidin-1-yl)(2-(1-(4-fluorobenzyl)- tkdol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{tis),
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-3-ylmetty1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan{g,
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb,6-dimethoxy-1H-indol-2-yl)-
3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)raetine(17),
(R)-(3-aminopiperidin-1-yl)(2-(1-benzyl-1H-indol#)-3,4-dihydro-5-oxa-1,2a-
diazaacenaphthylen-7-yl)methandi8),
(R)-(3-aminopiperidin-1-yl)(2-(1-(4-methoxybenzyH-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan{$g,
(R)-(3-aminopiperidin-1-yl)(2-(1-(2-methoxyethylHtindol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{2®,
(R)-(3-aminopiperidin-1-yl)(2-(6-methoxy-1-(2-metheethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methariahg
(R)-(3-aminopiperidin-1-yl)(2-(1-(2-hydroxyethyl)Htindol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{i),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methari28g
(R)-(3-aminopiperidin-1-yl)(2-(1-((3-fluoropyridid-yl)methyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methari@dge
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyrazin-2-ylmethylH-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@3,
(R)-(3-aminopiperidin-1-yl)(2-(1-((3-fluoropyridi2-yl)methyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{@2@ge
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyrimidin-2-ylmbyl)-1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@7¢,
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{@8g
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyrimidin-5-ylmbyl)-1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan(@9g,
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridazin-3-ylmeyl)-1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan(@og,
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(R)-(3-aminopiperidin-1-yl)(2-(1-isobutyl-1H-ind@-yl)-3,4-dihydro-5-oxa-1,2a-
diazaacenaphthylen-7-yl)methandg),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb,6-difluoro-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{d8lg
(R)-(3-aminopiperidin-1-yl)(2-(1-((3-fluoropyridi@-yl)methyl)-6-methoxy-1H-indol-
2-yl)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylenmgthanong33),
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-((3-fluopyridin-2-yl)methyl)-1H-indol-2-
yl)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-fagihanong34),
(R)-(3-aminopiperidin-1-yl)(2-(6-fluoro-1-((3-fluopyridin-2-yl)methyl)-1H-indol-2-
yl)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-fag)hanong35),
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(2-methoxysl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharidég
(R)-(3-aminopiperidin-1-yl)(2-(1-(4-(hydroxymethinzyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methanofieoroacetic acid sal37),
(R,E)-N-(1-(2-(1-(cyclopropylmethyl)-1H-indol-2-y3,4-dihydro-5-oxa-1,2a-
diazaacenaphthylene-7-carbonyl)piperidin-3-yl)-4¥(eihylamino)but-2-enamide
trifluoroacetic acid sai{38),
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(4-metkybenzyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharid@g
(R)-(3-aminopiperidin-1-yl)(2-(1-((tetrahydro-2H-m@an-4-yl)methyl)-1H-indol-2-yl)-
3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)raetine(40),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclobutylmethyl)H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@ig,
(R)-2-(2-(7-(3-aminopiperidine-1-carbonyl)-3,4-ddrg-5-0x1,2adiazaacenaphthylen-
2-yl)-1H-indol-1-yl)acetic acid42),

(R)- (3-aminopiperidin-1-yl)(2-(1-(piperidin-4-ylnteyl)-1H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@3g,
(R)-(3-aminopiperidin-1-yl)(2-(1-(oxetan-3-ylmethyl H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan@deg,
(R)-(3-aminopiperidin-1-yl)(2-(1-((1-methylpiperiai4-yl)methyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharidfe
(R)-(3-aminopiperidin-1-yl)(2-(5-fluoro-1-(4-methoxybeyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharié@e
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(R)-(3-aminopiperidin-1-yl)(2-(1-(2,2-difluoroethylLH-indol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{4é,
(R)-(3-aminopiperidin-1-yl)(2-(5-fluoro-1-(2-methoxteyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharid8g
(R)-(3-aminopiperidin-1-yl)(2-(6-fluoro-1-(4-fluotenzyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)metharié@g
(R)-(3-aminopiperidin-1-yl)(2-(6-fluoro-1-(4-methoxybeyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{be
(R)-(3-aminopiperidin-1-yl)(2-(1-(4-fluorobenzyl)®ethoxy-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{bhg
3-aminopiperidin-1-yl)(2-(6-fluoro-1-(2-methoxyetint H-indol-2-yl)-3,4-dihydro-5-
oxa-1,2a-diazaacenaphthylen-7-yl)methan(@s,
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(cyclobutylethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{68g
(R)-(3-aminopiperidin-1-yl)(2-(5,6-difluoro-1-(2-reoxyethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{be
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-isobut{MH-indol-2-yl)-3,4-dihydro-5-oxa-
1,2a-diazaacenaphthylen-7-yl)methan{sis),
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(2,2-difbroethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{bée
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(cycloppglmethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{big
(R,E)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmsh-5-styryl-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{b8g
(R)-(3-aminopiperidin-1-yl)(2-(1-((4-methylthiaz@~yl)methyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{b@g
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methar{6@)g
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-(hydroxymethyl)-1H-indol-2-
yD)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-7aythanon€61l),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylLH-indol-2-yl)-3,3-dimethyl-
3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)maetme(62),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylL H-indol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methano(&s),
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(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey(64),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharmq®5),
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-3-ylmetty1H-indol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methano(®b),
(R)-(3-aminopiperidin-1-yl)(2-(5-bromo-1-(cycloprgmethyl)-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey67),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-(pyridin-3-yl)-1H-indol-2-yl)-
5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)nheinong68),
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-2-yImetty1H-indol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methano(®9),
(R)-(3-aminopiperidin-1-yl)(2-(1-(2-fluorobenzyl)- ttdol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methano(iD),
(R)-(3-aminopiperidin-1-yl)(2-(1-(pyridin-4-yImetty1H-indol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methano(él),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylL H-indol-2-yl)-6-methyl-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey72),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey73),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-methoxy-1H-indol-2-yl)-6-
methyl-5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalinygmethanong74),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb-fluoro-1H-indol-2-yl)-6-
methyl-5,6-dihydro-4H-imidazo[1,5,4-de]quinoxaliny§methanon€75),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyL H-indol-2-yl)-6-
(methylsulfonyl)-5,6-dihydro-4H-imidazo[1,5,4-de]qaixalin-8-yl)methanonér6),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyb,6-difluoro-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharex77),
(R)-(3-aminopiperidin-1-yl)(6-cyclopropyl-2-(1-(chapropylmethyl)-1H-indol-2-yl)-
5,6-dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)nheinong(78),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylLH-indol-2-yl)-6-
(phenethylsulfonyl)-5,6-dihydro-4H-imidazo[1,5,4}deinoxalin-8-yl)methanonér9),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethy-fluoro-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey(80),
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(R)-(3-aminopiperidin-1-yl)(6-((4-chlorophenyl)sahiyl)-2-(1-(cyclopropylmethyl)-
1H-indol-2-yl)-5,6-dihydro-4H-imidazo[1,5,4-de]quralin-8-yl)methanon€sl),

(R)- (3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyl H-indol-2-yl)-6-
(cyclopropylsulfonyl)-5,6-dihydro-4H-imidazo[1,5de]quinoxalin-8-yl)methanone
(82),

(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyL H-indol-2-yl)-6-((2-
ethoxyethyl)sulfonyl)-5,6-dihydro-4H-imidazo[1,5¢&]quinoxalin-8-yl)methanone
(83),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethyr-methyl-1H-indol-2-yl)-5,6-
dihydro-4H-imidazo[1,5,4-de]quinoxalin-8-yl)metharey(84),
(R)-1-(8-(3-aminopiperidine-1-carbonyl)-2-(1-(cyctopylmethyl)-1H-indol-2-yl)-4,5-
dihydro-6H-imidazo[1,5,4-de]quinoxalin-6-yl)etharehe(85),
(R)-(3-aminopiperidin-1-yl)(2-(1-(cyclopropylmethylL H-indol-2-yl)-5,6-dihydro-4H-
imidazo[1,5,4-de]quinoxalin-8-yl)methanethiof8s),
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(cycloppglmethyl)-6-fluoro-1H-indol-2-
yl)-3,4-dihydro-5-oxa-1,2a-diazaacenaphthylen-fag)hanong87), and
(R)-(3-aminopiperidin-1-yl)(2-(7-chloro-1-(pyrimidi5-ylmethyl)-1H-indol-2-yl)-3,4-
dihydro-5-oxa-1,2a-diazaacenaphthylen-7-yl)methari88e

9. A process of preparation of compounds of Formu)aa#l claimed in any of
claims 1-8 or its polymorphs, stereocisomers, prgsrusolvates, co-crystals,
intermediates, pharmaceutically acceptable satid, metabolites thereof, the process

comprising reacting Formula (V) and4&(O)H

Ris ‘
. OH L ).’ “Rys
o. A + RisC(OH o Ry A ™
- |
| I I Ry

|
Formula (1V) |
Formula (T)

wherein Rg of Formula (1V) is selected from nitro, and-€alkoxy; Rie of RisC(O)H is

selected from the group consisting of hydrogenQSrkmbered monocyclic or bicyclic
aryl, and 5-10 membered monocyclic or bicyclic hedeyl with 1-5 heteroatoms
selected from N, S or O, wherein 5-10 membered mmysiie or bicyclic aryl, and 5-10
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membered monocyclic or bicyclic heteroaryl are amiily substituted with 1-5
substituents selected from the group consistinigydfoxyl, cyano, halogen,1G alkyl,
Ci-6 alkoxy, G cycloalkyl, G haloalkyl, G.s haloalkoxy, G. acylamino, Gs
alkylamino, G.s aryl, Ci.6 alkyl-Cs6 aryl, Co6 alkenyl- G.s aryl, C1.6 heterocyclyl,Ci6
alkyl-C1.6 heterocyclyl, Gs heteroaryl, and G alkyl- Ci.6 heteroaryl, wherein
alkyl, Ci.s alkoxy, G.s cycloalkyl, G.s aryl, Gi.s alkyl-Cs.s aryl, G.s heteroaryl, Ce
alkyl-C1.6 heteroaryl, and s alkyl-Ci1.6 heterocyclyl is optionally substituted with one
or more of the groups selected from hydrogets &lkyl, Cis alkoxy, G.s cycloalkyl,
Cu16 heteroaryl, halogen, hydroxyl, -GBH, -COOH, and cyano; X of Formula (l) is
selected from O or S; Y is selected from O, N, ®)SSQ or C; Z is selected from N
or CRu7; A is selected from N or GRB is selected from N or GRn is 0-2; R, and R
are independently selected from the group congistinhydrogen, hydroxyl, cyano,
halogen, @s alkyl, Ci6 alkoxy, G- haloalkyl, G.s haloalkoxy, G.s acylamino, Gs
alkylamino, G.saryl, and G heteroaryl, wherein G alkoxy, and @e haloalkoxy, is
optionally substituted with one or more of the grewselected from hydrogen,-€
alkyl, Ci-6 alkoxy, G.s haloalkyl, G.s alkylhnydroxy, cyano, and hydroxyl;sRs absent
or is selected from the group consisting of hydmdé.s alkyl, Cs.s cycloalkyl, G.s
alkylamino, G- haloalkyl, C(O)G-s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SOQCs.6 cycloalkyl, SQCi.¢ haloalkyl, SGNR1s, SONCi.6
alkylamino,Cs.e aryl, Ci.6 heteroaryl, C(O)€s aryl, C(O)G-¢ heteroaryl, S&Cs.¢ aryl,
and SQC;1. heteroaryl, wherein G alkyl, (CO)G.s alkyl, C(O)G.¢ haloalkyl, SQCs.s
aryl, and S@Ci.6 alkyl, is optionally substituted with 1G alkoxy, halogen, € aryl,
and G.e heteroaryl; R is hydrogen; R is selected from the group consisting of
hydrogen, Gs alkyl, Cs.s cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)Gs alkyl,
C(0)Cu.6 haloalkyl, C(O)NRs, C(O)G.s alkylamino, SQC1-6 alkyl, SQCi.¢ haloalkyl,
SO:Cz6 cycloalkyl, SGNR1s, SONCi.6 alkylamino,Cssaryl, Ci-6 heteroaryl, C(O)€s
aryl, C(O)G.s heteroaryl, S&Cs.¢ aryl, and S@Ci6 heteroaryl, wherein G alkyl,
(CO)CG6 alkyl, C(O)G-s haloalkyl, SQCs-s aryl, and SQ@Ci16 alkyl, is optionally
substituted with €s alkoxy, halogen, € aryl, and G heteroaryl; and 5-10 membered
monocyclic or bicyclic saturated heterocyclic riwgh 1-3 heteroatoms selected from
N, S or O, or RhandR11can be taken together to form a 5-10 membered nyshoor
bicyclic saturated or unsaturated heterocyclic rimgherein the 5-10 membered
monocyclic or bicyclic saturated or unsaturatedetwtyclic ring is optionally

substituted with the substituents selected from dheup consisting of amino, 16
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alkylamino, G- acylamino, -NHC(NH)CECI, -NHC(O)CH=CHCHN(CHz)2, Cis
alkyl, halogen, @s alkoxy, and hydroxyl; R, Ris, Ris, and Rs are independently
selected from the group consisting of hydrogen,s @lkyl, Cis haloalkyl, G
alkylamino, Gearyl, and G.s heteroaryl; or R and Rz can be taken together to form
=0 or =S; or R4 and Rs can be taken together to form =O or =% R selected from
the group consisting of hydrogen, 5-10 memberedanyxiic or bicyclic aryl, and 5-10
membered monocyclic or bicyclic heteroaryl with héteroatoms selected from N, S
or O, wherein 5-10 membered monocyclic or bicydiyyl, and 5-10 membered
monocyclic or bicyclic heteroaryl are optionallybstituted with 1-5 substituents
selected from the group consisting of hydroxyl,rmayghalogen, Cs alkyl, Ci-s alkoxy,
Cs.6 cycloalkyl, G.e¢ haloalkyl, G.s haloalkoxy, G.s acylamino, Gs alkylamino, G
aryl, Gs alkyl-Cs.s aryl, C26 alkenyl- G.s aryl, Ci6 heterocyclyl, Ci. alkyl-Ci-6
heterocyclyl, Gs heteroaryl, and < alkyl- Ci6 heteroaryl, wherein <G alkyl, Cis
alkoxy, Gs cycloalkyl, G.s aryl, G.s alkyl-Cs.6 aryl, Ci.s heteroaryl, @¢ alkyl-Ci-6
heteroaryl, and Gs alkyl-C1.6 heterocyclyl is optionally substituted with onemoore of
the groups selected from hydrogen;sCalkyl, Ci.s alkoxy, Gs cycloalkyl, G.s
heteroaryl, halogen, hydroxyl, -GEBH, -COOH, and cyano; Ris selected from the
group consisting of hydrogen, hydroxyl, cyano, halmgG.s alkyl, Ci.s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Ge aryl, and Gs
heteroaryl, wherein s alkoxy, and @e haloalkoxy, is optionally substituted with one
or more of the groups selected from hydrogens &lkyl, Ci.s alkoxy, G-s haloalkyl,
C16 alkylhydroxy, cyano, and hydroxyl; andifRis independently selected from the
group consisting of hydrogen;€alkyl, and combinations thereof.

10. A process of preparation of compounds of Formulpg$ claimed in any of
claims 1-8 or its polymorphs, stereoisomers, prgsrusolvates, co-crystals,
intermediates, pharmaceutically acceptable satid, metabolites thereof, the process

comprising reacting Formula (IV) and Formula (V)

R
y il D 7™ R
! O oo = E o i )
L | ,.:j'f ~¢ | IIJ = Ry A W M. £
o 4 Q T | | | | ll
T f G . N P ¥ d e
Hy Ry I B ¥ G
I [ ! Ry
Formeta (T Farmids (V)
Formula (TI)
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wherein Rg of Formula (1V) is selected from nitro, and-€alkoxy; X of Formula (I1)
is selected from O or S; Y is selected from O, NS@), SQ or C; Z is selected from
N or CR7 A is selected from N or GRB is selected from N or GRD is selected
from N or CR; E is selected from N or GRF is selected from N or GRG is selected
from N or CR; nis 0-2; R, Ry, Rs, Rs, R7, Rs, and R are independently selected from
the group consisting of hydrogen, hydroxyl, cyamalpgen, Gs alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein & alkoxy, and @es haloalkoxy, is optionally
substituted with one or more of the groups selef@tech hydrogen, s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; sRis absent or is
selected from the group consisting of hydrogens @lkyl, Cs.s cycloalkyl, G
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.s
alkylamino, SQCi.6 alkyl, SQCi.s haloalkyl, SQCsz.6 cycloalkyl, SONR1s, SONCi.-6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.¢ aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQ@Ci.6 alkyl, is optionally substituted with 1G alkoxy, halogen, &s aryl,
and G.s heteroaryl; Ris selected from the group consisting of hydrogars alkyl, G-

s haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)G-s alkyl, C(O)G.-s haloalkyl, C(O)NRs,
C(O)C.s alkylamino, SQ@Cie alkyl, SQCie haloalkyl, SONRis, SONCis
alkylamino,Cs.saryl, Gi.6 alkyl-Cssaryl, Ci.6 heterocyclyl, Ge alkyl-Ci1.6 heterocyclyl,
Ci-6 heteroaryl, @s alkyl-Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.6
aryl, and S@C1.¢ heteroaryl, wherein G alkyl, Ci.6 alkoxy, G cycloalkyl, G.s aryl,
Cu16 alkyl-Cs.s aryl, Ci.6 heterocyclyl, Gs alkyl-Cy.6 heterocyclyl, Gs heteroaryl, s
alkyl-C16 heteroaryl, (CO)¢s alkyl, C(O)G.s haloalkyl, and S€Cis alkyl, is
optionally substituted with one or more groups cele from hydrogen, £ alkyl, Ci6
alkoxy, Gg cycloalkyl, G aryl, G.e heteroaryl, halogen, hydroxyl, -GEBH, -COOH,
and cyano; b is hydrogen; R is selected from the group consisting of hydrogers
alkyl, Cs.s cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)G.s alkyl, C(O)G-s
haloalkyl, C(O)NRs, C(0O)G.s alkylamino, SGCi.s alkyl, SQCi.6 haloalkyl, SQCz.
cycloalkyl, SONR1s, SONCi.6 alkylamino,Cs aryl, Ci.s heteroaryl, C(O)€s aryl,
C(O)Ci6 heteroaryl, S&Cs.6 aryl, and S@Ci.6 heteroaryl, wherein & alkyl, (CO)G.s
alkyl, C(O)G.s haloalkyl, SQCs.saryl, and SQ@Ci1.¢ alkyl, is optionally substituted with
Cu16 alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10 membered monocyclic or

bicyclic saturated heterocyclic ring with 1-3 hei#ioms selected from N, S or O, or
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Ri0 andRi11 can be taken together to form a 5-10 membered nyohiocor bicyclic
saturated or unsaturated heterocyclic ring, whetleen5-10 membered monocyclic or
bicyclic saturated or unsaturated heterocyclic negptionally substituted with the
substituents selected from the group consistingawfino, G.s alkylamino, G.s
acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHz3)2, Ci-s alkyl, halogen, €s
alkoxy, and hydroxyl; i is selected from the group consisting of hydrogdmsyairoxyl,
cyano, halogen, {& alkyl, Ci-6 alkoxy, G-s haloalkyl, G-s haloalkoxy, G-s acylamino,
Ci-s alkylamino, G.saryl, and G.s heteroaryl, wherein G alkoxy, and @s haloalkoxy,
is optionally substituted with one or more of theups selected from hydrogen;-£
alkyl, Ci.6 alkoxy, G-s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; andidRs
independently selected from the group consisting hgéirogen, @e alkyl, and
combinations thereof; D of Formula (V) is selechenn N or CR; E is selected from N
or CRs; F is selected from N or GRG is selected from N or GRRo is H; and R is
selected from the group consisting of hydrogens &lkyl, Ci¢ haloalkyl, G- alkoxy,
Cs.6 cycloalkyl, C(O)G.s alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.¢ alkylamino,
SQO:C16 alkyl, SGCi-6 haloalkyl, SGNR1s, SOGNCi.6 alkylamino,Cs.s aryl, Ci-6 alkyl-
Csearyl, G.s heterocyclyl, G alkyl-C1.6 heterocyclyl, G heteroaryl, €e alkyl-Ci-6
heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S&Cs aryl, and S@Ci-¢ heteroaryl,
wherein G.s alkyl, Ci.s alkoxy, G cycloalkyl, G aryl, G.s alkyl-Cs.6 aryl, Ci-6
heterocyclyl, G.s alkyl-C1.6 heterocyclyl, Ge heteroaryl, Ce alkyl-C1.6 heteroaryl,
(CO)Gu.6 alkyl, C(O)G-s haloalkyl, and Sei-s alkyl, is optionally substituted with one
or more groups selected from hydrogen, @lkyl, Ci-s alkoxy, G.g cycloalkyl, G.s
aryl, G- heteroaryl, halogen, hydroxyl, -GEIH, -COOH, and cyano.

11. A process of preparation of compounds of Formulg és claimed in any of
claims 1-8 or its polymorphs, stereoisomers, prgsrusolvates, co-crystals,
intermediates, pharmaceutically acceptable satid, metabolites thereof, the process

comprising reacting Formula (IV) and Formula (VI)

Rip R Re
OH ‘h e
A0 - C//\\/\ | = ~p ] k.
7
Rs A 8
Formula (TV) Forrmula (VI) Formula (IIT)

wherein Rg of Formula (1V) is selected from nitro, and-€alkoxy; X of Formula (lIl)
is selected from O or S; Y is selected from O, NS@®), SQ or C; Z is selected from
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N or CRz7 nis 0-2; R, Ry, Rs, Rs, R7, Rs, and R are independently selected from the
group consisting of hydrogen, hydroxyl, cyano, halngG.s alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, Ge alkylamino, Gearyl, G alkenyl- G
aryl, and Gs heteroaryl, wherein & alkoxy, and @s haloalkoxy, is optionally
substituted with one or more of the groups selef@tech hydrogen, s alkyl, Ci-s
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; sRis absent or is
selected from the group consisting of hydrogens @lkyl, Cs.s cycloalkyl, G
alkylamino, G.s haloalkyl, C(O)Gs alkyl, C(O)G.s haloalkyl, C(O)NRs, C(O)G.-s
alkylamino, SQCi.6 alkyl, SQC;i.6 haloalkyl, SQCsz. cycloalkyl, SONR1s, SONCi.6
alkylamino,Cs.s aryl, Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, SE@Cs.¢ aryl,
and SQCi.6 heteroaryl, wherein £ alkyl, (CO)G.s alkyl, C(O)G_-s haloalkyl, SQCs.s
aryl, and SQ@Ci.6 alkyl, is optionally substituted with 1@ alkoxy, halogen, & aryl,
and G.¢ heteroaryl; Ris selected from the group consisting of hydrog&ars alkyl, Ci-

s haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)G-s alkyl, C(O)G.-s haloalkyl, C(O)NRs,
C(O)C.s alkylamino, SQ@Cie alkyl, SQCie haloalkyl, SONRis, SONCis
alkylamino,Cs.saryl, Gi-6 alkyl-Cssaryl, Ci.6 heterocyclyl, Ge alkyl-Ci1.6 heterocyclyl,
Ci-6 heteroaryl, @s alkyl-Ci-6 heteroaryl, C(O)€s aryl, C(O)G-s heteroaryl, S@Cs.6
aryl, and S@C1.¢ heteroaryl, wherein G alkyl, Ci.6 alkoxy, G cycloalkyl, G.s aryl,
Cu16 alkyl-Cs.e aryl, Ci6 heterocyclyl, G alkyl-Ci-6 heterocyclyl, Gs heteroaryl,Ge
alkyl-C16 heteroaryl, (CO)¢s alkyl, C(O)G.s haloalkyl, and S€Cis alkyl, is
optionally substituted with one or more groups cele from hydrogen, £ alkyl, Ci6
alkoxy, G.s cycloalkyl, G aryl, G- heteroaryl, halogen, hydroxyl, -GEIH, COOH,
and cyano; b is hydrogen; R is selected from the group consisting of hydrogers
alkyl, Cs.s cycloalkyl, G.s alkylamino, G.s haloalkyl, C(O)G.s alkyl, C(O)G-s
haloalkyl, C(O)NRs, C(0O)G.s alkylamino, SGCi.s alkyl, SQCi.6 haloalkyl, SQCz.
cycloalkyl, SONR1s, SONCi.6 alkylamino,Cs aryl, Ci.s heteroaryl, C(O)€s aryl,
C(O)Ci6 heteroaryl, S&Cs.6 aryl, and S@Ci.6 heteroaryl, wherein & alkyl, (CO)G.s
alkyl, C(O)G.s haloalkyl, SQCs.saryl, and SQ@Ci1.¢ alkyl, is optionally substituted with
Cu16 alkoxy, halogen, €5 aryl, and G heteroaryl; and 5-10 membered monocyclic or
bicyclic saturated heterocyclic ring with 1-3 hei#ioms selected from N, S or O, or
R10 andR11 can betaken together to form a 5-10 membered monocyalibioyclic
saturated or unsaturated heterocyclic ring, whetteen5-10 membered monocyclic or
bicyclic saturated or unsaturated heterocyclic nsgptionally substituted with the

substituents selected from the group consistingawfino, G.s alkylamino, G.s
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acylamino, -NHC(NH)CHCI, -NHC(O)CH=CHCHN(CHz3)2, Ci-s alkyl, halogen, s
alkoxy, and hydroxyl; i is selected from the group consisting of hydrogdmsyairoxyl,
cyano, halogen, {& alkyl, Ci-6 alkoxy, G-s haloalkyl, G-s haloalkoxy, G-s acylamino,
Ci-s alkylamino, G.saryl, and G.s heteroaryl, wherein G alkoxy, and @s haloalkoxy,
is optionally substituted with one or more of theups selected from hydrogen;-£
alkyl, Ci.6 alkoxy, G-s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl; andidRs
independently selected from the group consisting hgéirogen, @e alkyl, and
combinations thereof; andsRRs, R7, Rs, and R are independently selected from the
group consisting of hydrogen, hydroxyl, cyano, halngG.s alkyl, Ci-s alkoxy, G-s
haloalkyl, G.s haloalkoxy, G.s acylamino, G alkylamino, Gearyl, G.¢ alkenyl- G.6
aryl, and Gs heteroaryl, wherein & alkoxy, and @s haloalkoxy, is optionally
substituted with one or more of the groups seleftech hydrogen, s alkyl, Ci6
alkoxy, G.s haloalkyl, G.s alkylhydroxy, cyano, and hydroxyl;sRs selected from the
group consisting of hydrogen,€alkyl, Cis haloalkyl, G.s alkoxy, G- cycloalkyl,
C(0)G-6 alkyl, C(O)G-s haloalkyl, C(O)NRs, C(O)G.s alkylamino, SQC1-s alkyl,
SO:C1-6 haloalkyl, SONR1s, SONCi.6 alkylamino,Cs.s aryl, Ci-s alkyl-Cs.s aryl, Ci6
heterocyclyl, G alkyl-C16 heterocyclyl, Gs heteroaryl, @s alkyl-Ci.6 heteroaryl,
C(O)Gs6 aryl, C(O)G-s heteroaryl, SECs-6 aryl, and S@C1-6 heteroaryl, wherein £
alkyl, Ci-6 alkoxy, G.s cycloalkyl, G.s aryl, Ci-s alkyl-Cs.6 aryl, Ci-6 heterocyclyl, G
alkyl-C1.6 heterocyclyl, Ge heteroaryl,@s alkyl-Ci6 heteroaryl, (CO)Ces alkyl,
C(O)Ci6 haloalkyl, and S€C1-6 alkyl, is optionally substituted with one or ma@ups
selected from hydrogen, 1€ alkyl, Cis alkoxy, G- cycloalkyl, G aryl, G
heteroaryl, halogen, hydroxyl, -G8H, COOH, and cyano; and:i&is independently
selected from the group consisting of hydrogens &kyl, and combinations thereof.
12. A pharmaceutical composition comprising a compoohBormula (1), Formula
(11, and Formula (lll) or a pharmaceutically actape salt thereof as claimed in any of
claims 1-8 together with a pharmaceutically acdaptacarrier, optionally in
combination with one or more other pharmaceutioahgositions.

13. The pharmaceutical composition as claimed in clal®, wherein the
composition is in the form selected from the graigmsisting of a tablet, capsule,
powder, syrup, solution, aerosol, and suspension.

14. Use of the compounds as claimed in any of the ddir8 or a pharmaceutically
acceptable salt thereof in the manufacture of a caeuent for inhibiting one or more
PADs in a cell.
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15. A method for inhibiting one or more PAD family incell with an effective
amount of the compound as claimed in any of thienagld.-8.

16. Use of a therapeutically effective amount of thenpound as claimed in any
one of claims 1-8 or the pharmaceutical compos#i®elaimed in any one of the claim
12 or 13 in the manufacture of a medicament faating a condition mediated by one
or more PAD’s, wherein the compound or the pharmigcal composition is to be
administered to a subject suffering from a conditinadiated by one or more PAD
family.

17. Use of the compound of Formula (1), Formula (Inda&=ormula (lll) as claimed
in any one of claims 1-8 in the manufacture of adicement for the treatment of
rheumatoid arthritis, vasculitis, systemic lupugtleematosus, ulcerative colitis, cancer,
cystic fibrosis, asthma, cutaneous lupus erythensatasd psoriasis.

18. Use of the compound as claimed in any one of cldifBsor the pharmaceutical
composition as claimed in claim 12, or 13 togethigh other clinically relevant agents
or biological agents in the manufacture of a madmat for the treatment of a condition
mediated by one or more PAD family; or the treattraard/or prevention of treatment
of rheumatoid arthritis, vasculitis, systemic lupe/thematosus, ulcerative colitis,
cancer, cystic fibrosis, asthma, cutaneous lupgth@matosis,and psoriasis.

19. Use of the compound as claimed in any one of cldifBsor the pharmaceutical
composition as claimed in claim 12, or 13 togethith other clinically relevant agents
or biological agents in the manufacture of a medmat for the treatment of a condition
mediated by one or more PAD family; or the treattmamnd/or prevention of acid-
induced lung injury, respiratory distress syndromlégrgen induced asthma, allergic
bronchopulmonary, chronic lung disease of prem@tuchronic obstructive pulmonary
disease, colitis, cystic fibrosis, gouty arthritisnflammatory bowel disease,
inflammatory lung disease, inflammatory pain, judeniheumatoid arthritis, kidney
disease, kidney injury caused by parasitic infestiokidney transplant rejection
prophylaxis, lung injury, lupus, lupus nephritisyltiple sclerosis, muscular dystrophy,
non-allergen induced asthma, osterarthritis, penttls, peritoneal endometriosis,
psoriasis,pulmonary disease, pulmonary fibrosispgeyic sterile arthritis, renal
disease, rheumatic disease, rheumatoid arthriéipsis, severe pain and ulcerative
colitis.

20. Use of a therapeutically effective amount of thenpound as claimed in any

one of the claims 1-8, or the pharmaceutical cortiposas claimed in claim 12 or 13
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in the manufacture of a medicament for the treatraed/or prevention of a condition
mediated by one or more PAD family disorder, wheréhe compound or the

pharmaceutical composition is to be administeredatsubject suffering from the

condition mediated by one or more PAD family.

21. Use of a combination of the compounds as claimexhinof claims 1-20 or the

pharmaceutical composition as claimed in claim 423y with other clinically relevant

agents or biological agents in the manufacture afealicament for the treatment of
rheumatoid arthritis.

22. Use of a combination of the compounds as claimeahinof claims 1-8 or the

pharmaceutical composition as claimed in claim 123yrwith other clinically relevant

immune modulators agents in the manufacture of dicament for the treatment of

cancer.
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