Biochemistry J, 2012, 446(2):235-41; Bao ® al., J.Histochem Cytochem, 2013,
61(3):206-17; Nicholas Cit al., PLoS ONE, 2013, 8(9):e74710; StopaeNal., Cellular
and Molecular Life Sciences, 2015, 72(11):2014-59).

[0008] PRMTS is therefore considered to be a clinicallevant target and potential.
PRMTS5 inhibitors are under development as speciiiethe applications, such as, WO
20171535181, WO 2017153186A1, WO02016034671A1, WO216034673A1,
W02016034675A1, WO2016022605A1, and W0O201520067 HaRvever, there is still a
need for novel, potent, PRMTS5 inhibitors as anhasx therapies.

SUMMARY

[0009] In one aspect, the present disclosure refers tooenpound of Formula |, their
analogs, tautomeric forms, stereoisomers, georaétrsomers, polymorphs, hydrates,
solvates, pharmaceutically acceptable salts, phaeut@al compositions, metabolites, and

prodrugs thereof, wherein

N
I
7 —W_ R’
N\ LA RS
% B)
p
Formula |
11a
R Hh-_
R”b l"'l R13H
'l.{
‘;H/‘N R11l: R!g;
11d
la R Ib R13d R13e
wherein A is selected fror C. ; ---- represents

optional single or double bond; nisOor 1; misDpislor2;0is1l-3RRZ R R,
R® and R are independently selected from hydrogen, halobggdroxyl or G.s alkyl,
wherein G alkyl is optionally substituted with one or moreogps selected from
hydroxyl, or halogen; Rand R?are independently selected from hydrogen og &kyl,
wherein G alkyl is optionally substituted with 5G aryl, and wherein & aryl is
optionally substituted with one or more groups cele from G.s alkyl, Ci.s alkoxy,
halogen, hydroxyl, or cyano; ' R!P Rc Rd R RISb Ri3c gnd R34 are
independently selected from hydrogen, halogen, cy@ne alkyl, Ci-s haloalkyl or G.s
alkoxy; X, Y, and Z are independently selected fr@R'°, NR'°, O, or S; W, and B are

independently selected from N or C® R absent or is selected from hydrogen, halogen,
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Cie alkyl, G alkenyl, G alkynyl, Cis haloalkyl, G cycloalkyl, G aryl, Gs.is
heteroaryl or €15 heterocyclyl; and R is selected from hydrogen, halogen, hydroxyl,
0X0, nitro, cyano, azido, nitroso, amino, hydrazifosmyl, G alkyl, Ci.6 haloalkyl, G-6
alkoxy, G.es haloalkoxy, G. cycloalkyl, G.s aryl, C.s alkylamino, COOR C(O)R,
C(S)R, C(O)NRR»n, C(S)NRRn, NRC(O)NRR:, N(Ry)SOR,, N(R3)SO:R,
NR:C(O)OR,, NRaRy, NR:C(S)NRR:, NRL(O)R,, NR«LC(S)R, Sk, SONRRY,
SO:NRaRb, OC(O)NRRb, ORLC(0O)OR,, OC(O)NRRy, OC(O)R, ORs, RINRbR¢, R:ORY,
SR, SOR, SOR,, or 3-15 membered saturated or unsaturated hgtdybor heteroaryl
ring with 1-5 heteroatoms selected from N, S omBerein G.saryl, G.scycloalkyl, and
3-15 membered saturated or unsaturated heterocgclyleteroaryl ring are optionally
substituted with one or more groups selected fraoden, hydroxyl, cyano, 0xo,1€
alkyl, Ci6 haloalkyl, G.s alkoxy, G.e cycloalkyl, C(O)R, or 3-6 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witB heteroatoms selected from N, S or O,
wherein 3-6 membered saturated or unsaturatedoogtdyl or heteroaryl ring with 1-3
heteroatoms selected from N, S or O is optionallyssituted with C(O)R and wherein
Ra, Rv, and R are independently selected from hydrogeng &kyl, Cs.s cycloalkyl, G.s
aryl, Gs.15 heterocyclyl, or @15 heteroaryl, wherein £ aryl, G.s cycloalkyl, and G.15
heteroaryl are optionally substituted with one @mrensubstituents selected from halogen,
cyano, or @ alkyl; or Ry and R can be taken together to form a 5-10 membered
monocyclic or bicyclic, saturated or unsaturatetetweyclic ring with 1-3 heteroatoms
selected from N, S or O.

[00010] In another aspect, the present disclosure refeesdompound of Formula
la, their analogs, tautomeric forms, stereocisomgexmetrical isomers, polymorphs,
hydrates, solvates, pharmaceutically acceptablés, sgharmaceutical compositions,

metabolites, and prodrugs thereof, wherein

/ h ; ’ AN L]
10 \r’ _.'-;/ | Y N
ORI\ RS R
Y a xN —W 8 R
AR
‘\If el
3 Formula la



together to form a 5-10 membered monocyclic or dicy saturated or unsaturated
heterocyclic ring with 1-3 heteroatoms selected fidns or O.

[00011] In yet another aspect, the present disclosure seiera compound of
Formula Ib, their analogs, tautomeric forms, stm@woers, geometrical isomers,
polymorphs, hydrates, solvates, pharmaceuticallgeptable salts, pharmaceutical

compositions, metabolites, and prodrugs thereogéreih

R? R6R' R2

O
N
— %NW
N R

o(R10)% ; R3 R*
Z
\

—t4,

Formula Ib

R'I!:I
R1‘Ih 1
bt
‘t{" R11t: R«_gu
H1‘.d
la Ib 13 R13e

wherein A is selected fro ( ;nisOorl;, mis0
-2;pisl;0is1-3; RR R, and R are independently selected from hydrogen,
halogen, hydroxyl, or GCs alkyl, wherein G alkyl is optionally substituted with hydroxyl,
or halogen; R and R are independently selected from hydrogens @Kkyl, or halogen,
wherein G- alkyl is optionally substituted with hydroxyl, dralogen; R, and R? are
independently selected from hydrogen orsGlkyl, wherein G alkyl is optionally
substituted with € aryl, and wherein & aryl is optionally substituted with one or more
groups selected fromiG alkyl, Ci-6 alkoxy, halogen, hydroxyl, or cyanoR R R¢
R4 R3a RIsb RI3c and R3%are independently selected from hydrogen, haloggamo,
Cui6 alkyl, Ci6 haloalkyl, or G.s alkoxy; X, Y, and Z are independently selected from
CRY NR! O, or S; W is selected from N or C8 R absent or is selected from hydrogen,
halogen, @s alkyl, G.salkenyl, Gsalkynyl, Cishaloalkyl, Gscycloalkyl, G aryl, G 15
heteroaryl or €15 heterocyclyl; and B is selected from hydrogen, halogen, hydroxyl,
0X0, nitro, cyano, azido, nitroso, amino, hydrazifosmyl, C.s alkyl, Ci.6 haloalkyl, G-s
alkoxy, G-s haloalkoxy, Gs cycloalkyl, G.s aryl, G.-s alkylamino, COOR C(O)R,
C(S)R, C(O)NRRn, C(S)NRRp, NR!C(O)NRR:, N(R)SOR,, N(R)SO:Ru,
NRaC(O)OR,, NRaRs, NR:C(S)NRRc, NR:C(O)R,,
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NRaC(S)R,, SONRRb, SONRaRs, OC(O)NRRb, ORLC(O)OR,, OC(O)NRR,, OC(O)R,
ORs, RaNRuRc, R:ORy, SR, SOR, SOR,, or 3-15 membered saturated or unsaturated
heterocyclyl or heteroaryl ring with 1-5 heteroatoselected from N, S or O, whereigdC
aryl, Gss cycloalkyl, and 3-15 membered saturated or uns@dradneterocyclyl or
heteroaryl ring are optionally substituted with @remore groups selected from halogen,
hydroxyl, oxo, G cycloalkyl, C(O)R, cyano, G alkyl, Ci.s haloalkyl, G-salkoxy, or 3-

6 membered saturated or unsaturated heterocyclytteroaryl ring with 1-3 heteroatoms
selected from N, S or O, wherein 3-6 membered agdror unsaturated heterocyclyl or
heteroaryl ring is optionally substituted with CRg) and wherein R R,, and R are
independently selected from hydrogen;sCalkyl, Cse cycloalkyl, G.s aryl, Gs1s
heterocyclyl or G.isheteroaryl, wherein £ aryl, G.s cycloalkyl, and G.15 heteroaryl are
optionally substituted with one or more substitgeselected from halogen, cyano, areC
alkyl; or R, and R can be taken together to form a 5-10 membered ayatio or bicyclic,
saturated or unsaturated heterocyclic ring withHet@roatoms selected from N, S or O.
[00012] The present disclosure further describes the psogkepreparation of compounds
of Formula I, Formula la, or Formula Ib, their aogd, tautomeric forms, stereoisomers,
geometrical isomers, polymorphs, hydrates, solygtbarmaceutically acceptable salts,
pharmaceutical compositions, metabolites, and pigsithereof.

[00012a] In yet another aspect, the present disclosure srefer a process of
preparation of compounds of Formula | as discloserkin, or its analogs, tautomeric
forms, stereoisomers, geometrical isomers, polyngrphhydrates, solvates,
pharmaceutically acceptable salts, pharmaceutarapositions, metabolites, and prodrugs

thereof, the process comprising reacting Formularitt Formula Ill

RS R®
R1
Q 10
RS R® N oR ) /
R' R? (R0), % oH I
+ 0 X‘< |
HNW 7 e “Re
R EoRe Y8 Y{B
Formula Il Formula Il F°rmula |

in presence of a coupling reagent and a solvemibtain the compounds of Formula I,
wherein X, Y, and Z of Formula Il are independgrgklected from CR, NR?, O or S;
W and B are independently selected from N or G p or 2; o is 1 — 3; Rs absent or is
selected from hydrogen, halogen,é&lkyl, C,s alkenyl, G.e alkynyl, Ci.¢ haloalkyl, G
cycloalkyl, G.s aryl, Gs.1s heteroaryl or @is heterocyclyl, and R is selected from
hydrogen, halogen, hydroxyl, oxo, nitro, cyanodazinitroso, amino, hydrazino, formyl,



Ci6 alkyl, Ci-6 haloalkyl, G.s alkoxy, G-s haloalkoxy, G- cycloalkyl, Gs aryl, G-6
alkylamino, COOR C(O)R, C(S)R, C(O)NRR», C(S)NRRh, NR!C(O)NRR,
N(Ra)SOR,, N(R)SO:Rp, NRLC(O)OR,, NRaRs, NRLC(S)NRR:, NR:C(O)R,
NR2C(S)R,, SONRRb, SGNRaRs, OC(O)NRRb, ORLC(O)OR,, OC(O)NRR,, OC(O)R,
ORs, RNRuR¢, R:ORy, SR, SOR, SORa or 3-15 membered saturated or unsaturated
heterocyclyl or heteroaryl ring with 1-5 heteroatoselected from N, S or O, whereigdC
aryl, Gss cycloalkyl, and 3-15 membered saturated or unsgdradneterocyclyl or
heteroaryl ring are optionally substituted with @remore groups selected from halogen,
cyano, G alkyl, Ci.6 haloalkyl, G.¢ alkoxy or 3-15 membered saturated or unsaturated
heterocyclyl or heteroaryl ring with 1-5 heteroatselected from N, S or O, whereig R
Rb, and R are independently selected from hydrogeng &kyl, Cs.s cycloalkyl, G.s aryl,
Cs.1sheterocyclyl or Gisheteroaryl, wherein £ aryl, and G.15 heteroaryl are optionally
substituted with €s alkyl; nis 0-1;

A of Formula Il is selected from

R1‘.a Rﬁ:
R11b qur‘rl R13e
Y,N R.”E j'( \‘\ R‘-E::l
R4 ="
Ib i3d 13
la or B R ;

nNisO0O-1;, mis0-2;0is1- 3RR R, and R are independently selected from
hydrogen, halogen, hydroxyl orgalkyl, wherein G alkyl is optionally substituted with
hydroxyl, halogen, and combinations thereotf; &d R are independently selected from
hydrogen, @s alkyl or halogen, whereini( alkyl is optionally substituted with hydroxyl,
halogen, and combinations thereof, &d R?are independently selected from hydrogen
or Ci.6 alkyl, wherein G alkyl is optionally substituted withsG aryl, and wherein &€
aryl is optionally substituted with one or more gpe selected from G alkyl, Ci.6 alkoxy,
halogen, hydroxyl or cyano; ' R!!P R!c R!d R32 R3b RIX gnd R3 are
independently selected from hydrogen, halogen, cy@ne alkyl, Ci.s haloalkyl or G.s
alkoxy

A of Formula | is selected from
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11k -
R l;lh"
N R135|
N Y
e
g R -
R
la b piad R12e

or ;
---- represents optional single or double bondgs @or1; mis0-2;pislor2;0isl-3;
R, R?, R®, R, R, and R are independently selected from hydrogen, halolggaroxyl or
Cu16 alkyl, wherein G alkyl is optionally substituted with one or moreogps selected
from hydroxyl or halogen; Rand R? are independently selected from hydrogen og C
alkyl, wherein G alkyl is optionally substituted withs@ aryl, and wherein & aryl is
optionally substituted with one or more groups celé from G.s alkyl, Cis alkoxy,
halogen, hydroxyl, or cyano; R R R!c RMd R3a RIS RIS gnd R are
independently selected from hydrogen, halogen, cy@ne alkyl, Ci.s haloalkyl or G.s
alkoxy; X, Y, and Z are independently selected fréR'"°, NR!°, O or S; W, and B are
independently selected from N or C® R absent or is selected from hydrogen, halogen,
Cie alkyl, G alkenyl, G alkynyl, Cis haloalkyl, G cycloalkyl, G aryl, Gs.1s
heteroaryl or €15 heterocyclyl; and R is selected from hydrogen, halogen, hydroxyl,
0X0, nitro, cyano, azido, nitroso, amino, hydrazifosmyl, G alkyl, Ci.6 haloalkyl, G-6
alkoxy, G.es haloalkoxy, G. cycloalkyl, G.s aryl, C.s alkylamino, COOR C(O)R,
C(S)R, C(O)NRRs, C(S)NRR», NRC(O)NRR:, N(R)SOR, N(R)SO:Rb,
NRaC(O)OR,, NRaRy, NR:C(S)NRR:, NR:LC(O)R,, NR:C(S)R,, SONRRb, SONRGRY,
OC(O)NRRb, ORLC(O)OR,, OC(O)NRRb, OC(O)R, ORs, RiNRbR¢, R:ORy, SR, SOR,
SO:Ra or 3-15 membered saturated or unsaturated hetdyboy heteroaryl ring with 1-5
heteroatoms selected from N, S or O, wheregs &ryl, G cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl eierdaryl ring are optionally
substituted with one or more groups selected fraoden, hydroxyl, cyano, 0xo,1€
alkyl, Ci6 haloalkyl, G.s alkoxy, G.e cycloalkyl, C(O)R, or 3-6 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witB heteroatoms selected from N, S or O,
wherein 3-6 membered saturated or unsaturatedoogtdyl or heteroaryl ring with 1-3
heteroatoms selected from N, S or O is optionallyssituted with C(O)R and wherein
Ra, Ro, and R are independently selected from hydrogeng &kyl, Cs.s cycloalkyl, G.s
aryl, Gs.15 heterocyclyl or Gis heteroaryl, wherein £ aryl, G.s cycloalkyl, and G5

heteroaryl are optionally substituted with one @rensubstituents selected from halogen,
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cyano, or @ alkyl; or Rx and R can be taken together to form a 5-10 membered
monocyclic or bicyclic, saturated or unsaturatetetweyclic ring with 1-3 heteroatoms
selected from N, S or O.

[00013] In yet another aspect, the present disclosure sefer a pharmaceutical
composition comprising a compound of Formula |, rkala la, or Formula Ib or a
pharmaceutically acceptable salt thereof as diedloherein together with a
pharmaceutically acceptable carrier, optionallycombination with one or more other
pharmaceutical compositions.

[00014] The present disclosure further relates to a metloodthe treatment and/or
prevention of various diseases, including cancet arfectious diseases, comprising
administering to a subject suffering from the deshtive disorder or cancer a
therapeutically effective amount of the compoundrefmula |, Formula la, or Formula Ib
or the pharmaceutical composition, with other clily relevant cytotoxic agents or non-
cytotoxic agents to a subject in need thereof.dhanother aspect, the present disclosure
refers to use of the compound as disclosed heretheopharmaceutical composition as
disclosed herein, in the manufacture of a medicdrfor treatment and/or prevention of
various diseases, including cancer and infectiossadie, wherein said medicament is to be
administered in combination with other clinicallglegvant cytotoxic agents or non-
cytotoxic agents, wherein the compound or the phasutical composition is to be
administered to a subject suffering from the peshtive disorder or cancer.

[000144a] In yet another aspect, the present disclosuresréfeuse of the compounds
as disclosed herein or the pharmaceutical compasiis disclosed herein in the
manufacture of a medicament for the treatment anpfevention of various diseases
including proliferative disorder or cancer; or treant of cancer, wherein said medicament
is to be administered together in combination wather clinically relevant cytotoxic
agents or non-cytotoxic agents.

[00014b] In yet another aspect, the present disclosuresrédeuse of the compounds
as disclosed herein or the pharmaceutical compasids disclosed herein in the
manufacture of a medicament for treatment of cangberein said medicament is to be
administered in combination with other clinicallglevant cytotoxic agents or non-
cytotoxic agents.

[00014c] In yet another aspect, the present disclosuresrédeuse of the compounds

as disclosed herein or the pharmaceutical compasiis disclosed herein in the
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manufacture of a medicament for treatment of cangberein said medicament is to be
administered in combination with other clinicalBlevant immune modulator agents.
[00014d] In yet another aspect, the present disclosuresrédeuse of the compounds
as disclosed herein or the pharmaceutical compasias disclosed herein in the
manufacture of a medicament for treatment of a t@mdmediated by PRMT5; treatment
and/or prevention of a proliferative disorder oncar; or treatment of cancer, wherein said
medicament is to be administered together in coatlmn with other clinically relevant
cytotoxic agents or non-cytotoxic agents.

[00014€] In yet another aspect, the present disclosureséeuse of the compound
as disclosed herein or the pharmaceutical compasiis disclosed herein in the
manufacture of a medicament for the treatment argi&rention of a condition mediated
by PRMT5 or a proliferative disorder or cancer.

[00015] These and other features, aspects, and advantadfes present subject matter
will become better understood with reference toftiewing description. This summary
is provided to introduce a selection of concepta simplified form. This summary is not
intended to identify key features or essentialufezd of the disclosure, nor is it intended to

be used to limit the scope of the subject matter.
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[/Weclaim:

1. A compound of Formula |
O
N
el
{ —W,
z N
\ A “Re
Y B>
P
Formula |

their analogs, tautomeric forms, stereoisomersmgdacal isomers, polymorphs,
hydrates, solvates, pharmaceutically acceptabts, gflarmaceutical compositions,
metabolites, and prodrugs thereof,

wherein A is selected from

H“a R12
R“h r\rl RL?H
L&'L':
VN RTII:: R133
1id
la R Ib R13d R13
or ;

---- represents optional single or double bond;

nis0orl;

mis 0 - 2;

pislor2;

oisl-3;

R, R, R, R*, R°, and R are independently selected from hydrogen, haloggaroxyl,
or Ci6 alkyl, wherein Ge alkyl is optionally substituted with one or moreogps
selected from hydroxyl, or halogen;

R’,and R?are independently selected from hydrogen pg &kyl, wherein G alkyl is
optionally substituted with £ aryl, and wherein & aryl is optionally substituted with

one or more groups selected froms@lkyl, Ci-6 alkoxy, halogen, hydroxyl, or cyano;
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Ra R R Rid R3a RISH RIX and RS are independently selected from
hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl, or G.salkoxy;

X, Y, and Z are independently selected from¢RR!, O, or S;

W, and B are independently selected from N or C;

R is absent or is selected from hydrogen, haloges,alkyl, Cosalkenyl, G.salkynyl,
Ci-shaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl, or €isheterocyclyl; and

R1? is selected from hydrogen, halogen, hydroxyl, omitxo, cyano, azido, nitroso,
amino, hydrazino, formyl, G alkyl, Ci.6 haloalkyl, G.s alkoxy, G.e haloalkoxy, G
cycloalkyl, G.s aryl, C. alkylamino, COOR C(O)R, C(S)R, C(O)NRR,
C(S)NRR», NRC(O)NRR:, N(R)SOR,, N(R)SO:Rs, NR«C(O)OR, NRaRv,
NRaC(S)NRRc, NR:C(O)Ry, NR.C(S)R,, SFs, SONRRy, SONRaRy, OC(O)NRRb,
ORLC(O)OR,, OC(O)NRRb, OC(O)R, ORy, RNRuRc, R:ORy, SR, SOR, SQR,, or
3-15 membered saturated or unsaturated heterocyclyheteroaryl ring with 1-5
heteroatoms selected from N, S or O, whereis &yl, Gs6 cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl eberdaryl ring are optionally
substituted with one or more groups selected fratoden, hydroxyl, cyano, 0xo,1&
alkyl, Ci-shaloalkyl, G.salkoxy, G.scycloalkyl, C(O)R, or 3-6 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witB heteroatoms selected from N, S or
O, wherein 3-6 membered saturated or unsaturateddogclyl or heteroaryl ring with
1-3 heteroatoms selected from N, S or O is optlgralbstituted with C(O)R and
wherein R, Ry, and R are independently selected from hydrogens @lkyl, Cs.s
cycloalkyl, Gss aryl, Gs.15 heterocyclyl, or @15 heteroaryl, wherein £ aryl, G
cycloalkyl, and G.15 heteroaryl are optionally substituted with onermre substituents
selected from halogen, cyano, ardalkyl; or Ryand R can be taken together to form a
5-10 membered monocyclic or bicyclic, saturatedimsaturated heterocyclic ring with
1-3 heteroatoms selected from N, S or O.

2. The compound of Formula | as claimed in claim ZEirttanalogs, tautomeric
forms, stereoisomers, geometrical isomers, polyhmrp hydrates, solvates,
pharmaceutically acceptable salts, pharmaceuticahpositions, metabolites, and
prodrugs thereof, wherein

A is selected from

247



p1ia H12
I

R“b L{N RL?H

' Rite R13b
la R™ Ib p12d R13e

or ;

---- represents optional single or double bond;

nis0orl;

mis 0 - 2;

pis 1,

oislor?2

R R, R®, RY, R°, and Rare independently selected from hydrogen, halolggaroxyl,

or Cie alkyl, wherein G alkyl is optionally substituted with one or moreogps

selected from hydroxyl and halogen;

R’, and R? are independently selected from hydrogen, og &kyl, wherein G alkyl

is optionally substituted with 45 aryl, and wherein & aryl is optionally substituted

with one or more groups selected fromeGlkyl, Ci-6 alkoxy, halogen, hydroxyl, or

cyano;

Rla Rlb Rllc Rild Qi3 R R and R are independently selected from

hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl, or G-salkoxy;

X, Y, and Z are independently selected from¢RR!, O, or S;

W, and B are independently selected from N or C;

R is absent or is selected from hydrogen, haloges,afkyl, C;-salkenyl, G.salkynyl,

Ci-shaloalkyl, Gscycloalkyl, Gs aryl, G-1sheteroaryl, or €isheterocyclyl; and

R is selected from hydrogen, halogen, hydroxyl, omitxo, cyano, azido, nitroso,

amino, hydrazino, formyl, G alkyl, Ci-s haloalkyl, G.s alkoxy, G.e haloalkoxy, G

cycloalkyl, G aryl, G.s alkylamino, COOR C(O)R, C(S)R, C(O)NRR,

C(S)NRR», NRC(O)NRR:, N(R)SOR,, N(R)SO:Rs, NR«C(O)OR, NRaRv,

NR2C(S)NRR:, NR:C(O)Ry, NR:C(S)R,, SF5, SONRRs, SONRaRs, OC(O)NRRU,

ORLC(O)OR,, OC(O)NRRb, OC(O)R, ORy, RNRuRc, R:ORy, SR, SOR, SQR,, or

3-15 membered saturated or unsaturated heterocyclyheteroaryl ring with 1-5

heteroatoms selected from N, S or O, whereis @ryl, G.s cycloalkyl, and 3-15

membered saturated or unsaturated heterocyclyl everdaryl ring are optionally

substituted with one or more groups selected fratoden, hydroxyl, cyano, 0xo,1&
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alkyl, Ci.6 haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)R, or 3-6 membered saturated
or unsaturated heterocyclyl or heteroaryl ring witB8 heteroatoms selected from N, S
or O, wherein 3-6 membered saturated or unsatutageetocyclyl or heteroaryl ring
with 1-3 heteroatoms selected from N, S or O isomaily substituted with C(O)}Rand
wherein R, Ry, and R are independently selected from hydrogens @lkyl, Cs.6
cycloalkyl, G.s aryl, G.scycloalkyl, G-1sheterocyclyl, or @isheteroaryl, wherein £
aryl, and G.is heteroaryl are optionally substituted with one ooren substituents
selected from halogen, cyano, ardalkyl; or Ryand R can be taken together to form a
5-10 membered monocyclic or bicyclic, saturatedimsaturated heterocyclic ring with

1-3 heteroatoms selected from N, S or O.

3. A compound of Formula la

10 — | 5 on
oR"). Y I Fle? R R
Yo fN-" "R
5, F
‘\r’ —
4 Formula la

their analogs, tautomeric forms, stereoisomers, g#ucal isomers, polymorphs,
hydrates, solvates, pharmaceutically acceptablts, spharmaceutical compositions,
metabolites and prodrugs thereof,

wherein A is selected from

Ra Rp12
R1b 1{’:' R1%e
E/N Rite R13o
la R Ib R13d R13¢
or ;
nis0or1l;
mis 0 - 2;
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oisl-3;

R, R, R®, RY, R°, and R are independently selected from hydrogen, haldggairoxyl,
or Cie alkyl, wherein G alkyl is optionally substituted with one or moreogps
selected from hydroxyl, or halogen;

R’ and R?are independently selected from hydrogen, anglalkyl, wherein G alkyl

is optionally substituted with 45 aryl, and wherein & aryl is optionally substituted
with one or more groups selected fromeGlkyl, Ci-s alkoxy, halogen, hydroxyl, or
cyano;

Ria R Rl Rid RI3a RISH RIX and RS are independently selected from
hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl, or G.salkoxy;

Y1, Y2, and Y are independently selected from N or CH;

W is selected from N or C;

R is absent or is selected from hydrogen, haloges,alkyl, Ci-salkenyl, G-salkynyl,
Ci-shaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl, or €isheterocyclyl; and

R1%is selected from hydrogen, halogen, hydroxyl,aqityano, azido, nitroso, amino,
hydrazino, formyl, @e alkyl, Ci.s haloalkyl,G.s alkoxy, G.s haloalkoxy, Gs
cycloalkyl, G.saryl, 3-15 membered saturated or unsaturated tusteyd or heteroaryl
ring with 1-5 heteroatoms selected from N, S 0109 alkylamino, COOR, C(O)R,,
C(S)Ry, C(O)NRR», C(S)NRRs, NRC(O)NRR:, N(R)SOR,, N(R)SO:Ry,
NR:C(O)OR,, NRaR», NR:LC(S)NRR:, NR:«LC(O)R,, NRLC(S)R,, SF, SONRRY,
SO:NRaRy, OC(O)NRRs, ORC(O)OR,, OC(O)NRRp, OC(O)R, OR:; R:NRuR,
RaORs, SR, SOR, or SQR, wherein G aryl, and 3-15 membered saturated or
unsaturated heterocyclyl or heteroaryl ring areamatly substituted with one or more
groups selected from the group consisting of halpdeydroxyl, cyano, oxo, £
cycloalkyl, G.s alkyl, Cis haloalkyl, G- alkoxy, G.s cycloalkyl, C(O)R, 3-6
membered saturated or unsaturated heterocyclyterdaryl ring with 1-5 heteroatoms
selected from N, S or O, wherein 3-6 membered agdror unsaturated heterocyclyl
or heteroaryl ring with 1-3 heteroatoms selectedhfN, S or O is optionally substituted
with C(O)R,, and wherein B Ry, and R are independently selected from hydrogen,C
alkyl, Cse cycloalkyl, G aryl, Gs.15 heterocyclyl, and €5 heteroaryl, wherein £
aryl, Gs.s cycloalkyl, and G.is heteroaryl are optionally substituted with onenawre
substituents selected from halogen, cyano, of &kyl; or or R and R can be taken
together to form a 5-10 membered monocyclic or dicy saturated or unsaturated

heterocyclic ring with 1-3 heteroatoms selected fidns or O.
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4. The compound of Formula la as claimed in claimh&jrtanalogs, tautomeric forms,
stereoisomers, geometrical isomers, polymorphsratgd, solvates, pharmaceutically
acceptable salts, pharmaceutical compositions, boktas and prodrugs thereof,
wherein

A is selected from

Ra R12
Rk 1{":' R13s
1{“ Rite R13b
la R Ib p12d R 13
or ;

nis0orl;
mis 0 - 2;
oisl-3;

R, R, R®, R%, R, and R are independently selected from the group consisting
hydrogen, halogen, hydroxyl, and-£alkyl, wherein G.4 alkyl is optionally substituted
with one or more groups selected from hydroxyhalogen;
R”and R? are independently selected from hydrogen, anelakyl, wherein G- alkyl
is optionally substituted with €3 aryl, wherein G aryl is optionally substituted with
one or more groups selected from the group congistf G.s alkyl, Cis alkoxy,
halogen, hydroxyl, or cyano;
Rla RUb Rilc R RI3a RIsb RIX and R are independently selected from the
group consisting of hydrogen, halogen, cyanos &kyl, Ci.ehaloalkyl, or G-salkoxy;
Y1, Y2 and ¥ are independently selected from N or CH;
W is selected from N or C;
R is absent or is selected from hydrogen, haloges,afkyl, Ci-salkenyl, G-salkynyl,
Ci-shaloalkyl, Gscycloalkyl, G.s aryl, G.1sheteroaryl, or €:sheterocyclyl; and
R is selected from hydrogen, halogen, hydroxyl,ajityano, azido, nitroso, amino,
hydrazino, formyl, @s alkyl, Cis haloalkyl, G.s alkoxy, G.s haloalkoxy, G
cycloalkyl, G.e aryl, 3-15 membered saturated or unsaturateddwtelyl or heteroaryl
ring with 1-5 heteroatoms selected from N, S 010D alkylamino, COOR C(O)R,,
C(S)Ry, C(O)NRR», C(S)NRR»n, NRC(O)NRR:, N(R)SOR, N(R)SO:R,
NR:C(O)OR;,, NR:R»h, NR:LC(S)NRR:, NRLC(O)R,, NR:L(S)R, Sk, SONRRu,
SO:NRaRp, OC(O)NRR», OR.C(O)OR,, OC(O)NRRp, OC(O)R, OR, RaNRuR,
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RaORy, SR, SOR and SQRa, wherein G aryl, and 3-15 membered saturated or
unsaturated heterocyclyl or heteroaryl ring areamatly substituted with one or more
groups selected from the group consisting of halpggdroxyl, cyano, oxo, & alkyl,
Ci-6 haloalkyl, G.s alkoxy, G.s cycloalkyl, 3-6 membered saturated or unsaturated
heterocyclyl or heteroaryl ring with 1-3 heteroatoselected from N, S or O, wherein
3-6 membered saturated or unsaturated heterocyelyheteroaryl ring with 1-3
heteroatoms selected from N, S or O is optionallyssituted with C(O)R and wherein
Ra, Rb, and Rare independently selected from hydrogens @lkyl, Cs.scycloalkyl, G.

e aryl, G.isheterocyclyl, and €isheteroaryl, wherein £ aryl, G.scycloalkyl, and G

15 heteroaryl are optionally substituted with one oorensubstituents selected from
halogen, cyano, or G alkyl; or Ry and R can be taken together to form a 5-10
membered monocyclic or bicyclic, saturated or wrsded heterocyclic ring with 1-3
heteroatoms selected from N, S or O.

. The compound of Formula la as claimed in claimhgjrtanalogs, tautomeric forms,
stereoisomers, geometrical isomers, polymorphsratgd, solvates, pharmaceutically
acceptable salts, pharmaceutical compositions, buoktas and prodrugs thereof,

wherein A is selected from

R1:a lr{12
R“b M RL?H
s
E,-H RTII:: R‘-E:I
11d
la R b 134 213
or ;

nisOorl;
mis O - 2;
oisl-3;

R, R, RR R, R, and R are independently selected from the group congjstif
hydrogen, halogen, hydroxyl, on&alkyl, wherein G4 alkyl is optionally substituted
with one or more groups selected from hydroxyhalogen;

R’and R2are independently selected from hydrogen, or &kyl, wherein G4 alkyl is
optionally substituted with £aryl, and wherein €aryl is optionally substituted with
one or more groups selected from the group congistf G.s alkyl, Ci4 alkoxy,

halogen, hydroxyl, or cyano;
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Ra Rlb Rlic Rlld Risa RIS R3¢ and R are independently selected from the
group consisting of hydrogen, halogen, cyanos &kyl, Ci.shaloalkyl, or G.salkoxy;

Y1, Y2 and ¥ are independently selected from N or CH;

W is selected from N or C;

R8is absent or is selected from hydrogen, haloges,alkyl, Ci-salkenyl, G-salkynyl,
Ci-shaloalkyl, G-scycloalkyl, G.s aryl, G-1sheteroaryl, and &€ sheterocyclyl; and

R1%is selected from hydrogen, halogen, hydroxyl,aityano, azido, nitroso, amino,
hydrazino, formyl, @e alkyl, Cies haloalkyl, G alkoxy, G.s haloalkoxy, Gs
cycloalkyl, Gs.s aryl, 3-15 membered saturated or unsaturateddusteyl or heteroaryl
ring with 1-5 heteroatoms selected from N, S 0109 alkylamino, COOR, C(O)R,,
C(S)Ry, C(O)NRR», C(S)NRRsn, NRC(O)NRR:, N(R)SOR,, N(R)SO:R,
NR:C(O)OR,, NR:R», NR:C(S)NRR:, NRLC(O)R,, NR:L(S)R, Sk, SONRRy,
SO:NRaRy, OC(O)NRRs, ORC(O)OR,, OC(O)NRRp, OC(O)R, OR:; R:NRuR,
RaOR», SR, SOR: and SGQR,, wherein G aryl, G.s cycloalkyl, and 3-15 membered
saturated or unsaturated heterocyclyl or heteraangl are optionally substituted with
one or more groups selected from the group congisif halogen, hydroxyl, cyano,
oxo, G- alkyl, Ci6 haloalkyl, G.s alkoxy, G-s cycloalkyl, C(O)R, or 3-6 membered
saturated or unsaturated heterocyclyl or heteraamgl with 1-3 heteroatoms selected
from N, S or O, and wherein 3-6 membered saturatednsaturated heterocyclyl or
heteroaryl ring with 1-3 heteroatoms selected fildns or O is optionally substituted
with C(O)R,, wherein R, Ry, and R are independently selected from hydrogeng C
alkyl, Cs.s cycloalkyl, Gs.s aryl, G.15 heterocyclyl, and &5 heteroaryl, wherein £
aryl, Gss cycloalkyl, and G.isheteroaryl are optionally substituted with one @ren
substituents selected from halogen, cyano, og &kyl; or Rs and R can be taken
together to form a 5-10 membered monocyclic or dicy saturated or unsaturated
heterocyclic ring with 1-3 heteroatoms selected fidns or O.

. The compound of Formula la as claimed in claimhgjrtanalogs, tautomeric forms,
stereoisomers, geometrical isomers, polymorphsratgd, solvates, pharmaceutically
acceptable salts, pharmaceutical compositions, buoktes and prodrugs thereof,

wherein A is selected from
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R lth R1%a
1{“ Rite R13b
la R™ Ib p12d R13e
or ;
nis0orl;
mis 0 or 1;
oisl-3;

R, R, R, R}, R, and R are independently selected from the group consjstif
hydrogen, halogen, hydroxyl, and-£alkyl, wherein G.4 alkyl is optionally substituted
with one or more groups selected from hydroxyl, ftyaehloro, or bromo;

R”and R?are independently selected from hydrogen, angalkyl, wherein G.4 alkyl

is optionally substituted with dzaryl, and wherein €aryl is optionally substituted with
one or more groups selected from the group congistf G.s alkyl, Ci-4 alkoxy,
halogen, hydroxyl, or cyano;

R Rlb Rlic Rlld Risa RIS R3¢ and R are independently selected from the
group consisting of hydrogen, halogen, cyanos &kyl, Ci.ehaloalkyl, or G-salkoxy;

Y1, Y2 and ¥ are independently selected from N or CH;

W is selected from N or C;

R is absent or is selected from hydrogen, halogen,alkyl, Ci-aalkenyl, G-salkynyl,
Cishaloalkyl, Gscycloalkyl, G.e aryl, G.1sheteroaryl, and €:sheterocyclyl; and
R1%is selected from hydrogen, halogen, hydroxyl,aqityano, azido, nitroso, amino,
hydrazino, formyl, @4 alkyl, Ci4 haloalkyl, G.s alkoxy, G- haloalkoxy, G
cycloalkyl, G.s aryl, 3-15 membered saturated or unsaturateddusteyl or heteroaryl
ring with 1-5 heteroatoms selected from N, S orGalkylamino, COOR C(O)R,,
C(S)R, C(O)NRR», C(S)NRR»s, NRC(O)NRR:, NR:C(S)NRR:, N(R:)SOR,
N(Rj)SO:Rs, NRLC(O)OR,, NRiRs, NRLC(O)R,, NRL(S)R, Sk, SONRRy,
SO:NRaRy, OR,, ORLC(O)OR,, OC(O)NRR», OC(O)R, OC(O)NRRbh, RaNRuR,
RaORy, SR, SOR and SGQR,, wherein G aryl, G cycloalkyl, and 3-15 membered
saturated or unsaturated heterocyclyl or heteraangl are optionally substituted with
one or more groups selected from the group congisif halogen, hydroxyl, cyano,
oxo, G4 alkyl, Ci-4 haloalkyl, G.4 alkoxy, G cycloalkyl, C(O)R, 3-6 membered
saturated or unsaturated heterocyclyl or heteraamgl with 1-3 heteroatoms selected
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from N, S or O, wherein 3-6 membered saturated msaturated heterocyclyl or
heteroaryl ring with 1-3 heteroatoms selected flens or O is optionally substituted
with C(O)R,, and wherein R Ry, and Rare independently selected from hydrogen, C
4 alkyl, Gs.scycloalkyl, G.s aryl, G.scycloalkyl, G.isheterocyclyl, and €isheteroaryl,
wherein G aryl, and G.i5 heteroaryl are optionally substituted with one ooren
substituents selected from halogen, cyano, pg &kyl; or Ry and R can be taken
together to form a 5-10 membered monocyclic or dicy saturated or unsaturated
heterocyclic ring with 1-3 heteroatoms selected fidns or O.

7. A compound of Formula Ib
R5 R6 R1 R2
O(Rm) W/u\ W
Y
>p Formula Ib

their analogs, tautomeric forms, stereoisomersmgdacal isomers, polymorphs,
hydrates, solvates, pharmaceutically acceptabts, gflarmaceutical compositions,
metabolites, and prodrugs thereof,

wherein A is selected from

H1:a lr{12
R“h N RL?H
L
E,-N RTII:: R‘-E::I
11d
la R b R13d 213
or X
nisOor1;
mis O - 2;
pis1;
oisl-3;

R!, R, R, and R are independently selected from hydrogen, haloggaroxyl, or G-
alkyl, wherein G.¢ alkyl is optionally substituted with one or mom®gps selected from
hydroxyl, or halogen;
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R® and R are independently selected from hydrogens &lkyl, or halogen, wherein
Cu16 alkyl is optionally substituted with one or momogps selected from hydroxyl, or
halogen;

R’, and R?are independently selected from hydrogen, pg &kyl, wherein G alkyl

is optionally substituted with 45 aryl, and wherein & aryl is optionally substituted
with one or more groups selected fromsGilkyl, Ci-6 alkoxy, halogen, hydroxyl, or
cyano;

Rila Rb Rllc Rld Risa RIb Rl and RS are independently selected from
hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl, or G.salkoxy;

X, Y, and Z are independently selected from¢RR!, O, or S;

W is selected from N or C;

R is absent or is selected from hydrogen, haloges,afkyl, C;-salkenyl, G.salkynyl,
Ci-ehaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl or @isheterocyclyl; and

R is selected from hydrogen, halogen, hydroxyl, omito, cyano, azido, nitroso,
amino, hydrazino, formyl, G alkyl, Ci.6 haloalkyl, G.s alkoxy, G.e haloalkoxy, G
cycloalkyl, G aryl, G.s alkylamino, COOR C(O)R, C(S)R, C(O)NRRy,
C(S)NRR», NRC(O)NRR:, N(R)SOR,, N(R)SO:Rs, NR«LC(O)OR, NRaRv,
NRaC(S)NRRc, NR:C(O)R,, NRLC(S)R, SONRRb, SONRaRs, OC(O)NRR,
ORLC(O)OR,, OC(O)NRRb, OC(O)R, ORy, RNRuRc, R:ORy, SR, SOR, SQR,, or
3-15 membered saturated or unsaturated heterocyclyheteroaryl ring with 1-5
heteroatoms selected from N, S or O, whereis &yl, Gs6 cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl everdaryl ring are optionally
substituted with one or more groups selected fratoden, hydroxyl, cyano, 0xo,1€
alkyl, Cishaloalkyl, G-salkoxy, G.scycloalkyl, C(O)R, or 3-6 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witB heteroatoms selected from N, S or
O, wherein 3-6 membered saturated or unsaturatetdegclyl or heteroaryl ring is
optionally substituted with C(OJR and wherein R Ry, and R are independently
selected from hydrogen,i&alkyl, Cs.s cycloalkyl, G.e aryl, Gs.15sheterocyclyl or G.is
heteroaryl, wherein £ aryl, Gss cycloalkyl, and Gis heteroaryl are optionally
substituted with one or more substituents selefcted halogen, cyano, oriG alkyl; or
Ra and R can be taken together to form a 5-10 membered nychooor bicyclic,
saturated or unsaturated heterocyclic ring withHet&roatoms selected from N, S or O.
8. The compound of Formula Ib as claimed in claimhgijrt analogs, tautomeric

forms, stereoisomers, geometrical isomers, polyngrphhydrates, solvates,
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pharmaceutically acceptable salts, pharmaceuticahpositions, metabolites, and
prodrugs thereof, wherein

A is selected from

H1:a lr{12
R“h N RL?H
L
1{“ R1te R130
1id
la R b 134 213
or X

nisOorl;
misOor1l;
pis1;
oisl-3;

R!, R?, R®, and R are independently selected from hydrogen, haloggaroxyl or G.s

alkyl, wherein G5 alkyl is optionally substituted with one or mon®gps selected from

hydroxyl, or halogen;

R®, and R are independently selected from hydrogers &lkyl or halogen, whereiniC

5 alkyl is optionally substituted with hydroxyl ahélogen;

R’, and R? are independently selected from hydrogen pg &lkyl, wherein G.s alkyl

is optionally substituted with 45 aryl, and wherein & aryl is optionally substituted

with one or more groups selected fromesCilkyl, Ci-6 alkoxy, halogen, hydroxyl or

cyano;

Rla Rlb Rllc Rild Qi3 RI3b R and R are independently selected from

hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl or G.salkoxy;

X, Y, and Z are independently selected from*®¥, RR!°, O or S;

W is selected from N or C;

R is absent or is selected from hydrogen, haloges,afkyl, C;-salkenyl, G.salkynyl,

Ci-ehaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl or @isheterocyclyl; and

R is selected from hydrogen, halogen, hydroxyl, omitxo, cyano, azido, nitroso,

amino, hydrazino, formyl, G alkyl, Ci-s haloalkyl, G.s alkoxy, G.e haloalkoxy, G

cycloalkyl, G aryl, G.s alkylamino, COOR C(O)R, C(S)R, C(O)NRR,

C(S)NRR», NRC(O)NRR:, N(R)SOR,, N(R)SO:Rs, NR«C(O)OR, NRaRv,

NRaC(S)NRRc, NR:C(O)Ry, NR«C(S)R, SONRRb, SONRaRs, OC(O)NRRG,

ORLC(O)OR,, OC(O)NRRp, OC(O)R, ORy, RaNRbRc, R:ORy, SR, SOR, SGQRa or 3-
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15 membered saturated or unsaturated heterocyclyheberoaryl ring with 1-5
heteroatoms selected from N, S or O, whereis @ryl, G.s cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl eberdaryl ring are optionally
substituted with one or more groups selected fratoden, hydroxyl, cyano, 0xo,1&
alkyl, Ci6 haloalkyl, G.s alkoxy, G cycloalkyl, C(O)R, or 3-6 membered saturated
or unsaturated heterocyclyl or heteroaryl ring witB8 heteroatoms selected from N, S
or O, wherein 3-6 membered saturated or unsatutetmtocyclyl or heteroaryl ring is
optionally substituted with C(OWJR and wherein R Ry, and R are independently
selected from hydrogen,i€ alkyl, Cs.s cycloalkyl, G.s aryl, G.1sheterocyclyl or G.s
heteroaryl, wherein £ aryl, G.s cycloalkyl, and G5 heteroaryl are optionally
substituted with one or more substituents seleftted halogen, cyano, oriG alkyl; or

Ra and R can be taken together to form a 5-10 membered nychooor bicyclic,
saturated or unsaturated heterocyclic ring withHet@roatoms selected from N, S or O.
9. The compound of Formula Ib as claimed in claimhgijrt analogs, tautomeric
forms, stereoisomers, geometrical isomers, polyngrpthydrates, solvates,
pharmaceutically acceptable salts, pharmaceuticahpositions, metabolites, and

prodrugs thereof, wherein A is selected from

Riia R12
R 1{’“:' R13a
1{“ R11c R13b
la R™ Ib p12d R13e
or ;

nis0orl;
mis 0 or 1;
pis 1,
oisl-3;

R R%, R and R are independently selected from hydrogen, haloggaroxyl, or G.4
alkyl, wherein G4 alkyl is optionally substituted with one or mon®gps selected from
hydroxyl, chloro, bromo, fluoro, or iodo;

R° and R are independently selected from hydrogens @lkyl, or halogen, wherein
Ci14 alkyl is optionally substituted with one or moreogps selected from hydroxyl,

chloro, bromo, fluoro, or iodo,;
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R’,and R?are independently selected from hydrogen ox &kyl, wherein G4 alkyl is
optionally substituted with €aryl, and wherein €aryl is optionally substituted with
one or more groups selected froms@lkyl, Ci-salkoxy, halogen, hydroxyl, or cyano;
Rla Rlb Rllc Rild Qi3 Ri3b R and R are independently selected from
hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl, or G.salkoxy;

X, Y, and Z are independently selected from'€ RR, O or S;

W is selected from N or C;

R8is absent or is selected from hydrogen, halogen,alkyl, Co-salkenyl, G-salkynyl,
Ci-ehaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl or @isheterocyclyl; and

R is selected from hydrogen, halogen, hydroxyl, omitxo, cyano, azido, nitroso,
amino, hydrazino, formyl, G alkyl, Ci-s haloalkyl, G.s alkoxy, G.e haloalkoxy, G
cycloalkyl, G aryl, G alkylamino, COOR C(O)R, C(S)R, C(O)NRR,
C(S)NRR», NR)C(O)NRR:, N(R)SOR,, N(R)SO:Rs, NR«C(O)OR, NRaRv,
NRaC(S)NRRc, NR:C(O)R,, NRLC(S)R, SONRRb, SONRaRs, OC(O)NRR,
OR:C(O)OR,, OC(O)NRRp, OC(O)R, ORy, RaNRbRc, R:ORy, SR, SOR, SGQRa or 3-
15 membered saturated or unsaturated heterocyclyheteroaryl ring with 1-5
heteroatoms selected from N, S or O, whereis @ryl, G.s cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl everdaryl ring are optionally
substituted with one or more groups selected fratoden, hydroxyl, oxo, cyano, &
alkyl, Ci.¢ haloalkyl, G.s alkoxy, G.s cycloalkyl, C(O)R, or 3-6 membered saturated
or unsaturated heterocyclyl or heteroaryl ring wiitb heteroatoms selected from N, S
or O, wherein 3-6 membered saturated or unsatutetmtocyclyl or heteroaryl ring is
optionally substituted with C(OJR and wherein R Ry, and R are independently
selected from hydrogen, € alkyl, Cs.s cycloalkyl, G.e aryl, G.15sheterocyclyl or G.is
heteroaryl, wherein £ aryl, G.s cycloalkyl, and G.is heteroaryl are optionally
substituted with one or more substituents selefcted halogen, cyano, oriG alkyl; or
Ra and R can be taken together to form a 5-10 membered nychooor bicyclic,
saturated or unsaturated heterocyclic ring with HeBroatoms selected from N, S, or
0.

10. The compound of Formula Ib as claimed in claimhgijrt analogs, tautomeric
forms, stereoisomers, geometrical isomers, polyngrpthydrates, solvates,
pharmaceutically acceptable salts, pharmaceuticahpositions, metabolites, and

prodrugs thereof, wherein A is selected from

259



p1ia H12
I

Rk ltfN R1%a
1{“ Rite R13b
la R™ Ib p12d R13e
or ;

nis0orl;
mis 0 or 1;
pis1;
oisl-3;

R, R%, R, and R are independently selected from hydrogen, haloggaroxyl, or G.4
alkyl, wherein G4 alkyl is optionally substituted with one or mon®gps selected from
hydroxyl, fluoro, or chloro;

R and R are independently selected from hydrogeny &kyl or halogen, whereiniC

4 alkyl is optionally substituted with one or mor@gps selected from hydroxyl, chloro,
bromo, fluoro, or iodo;

R’,and R?are independently selected from hydrogen ox &kyl, wherein G4 alkyl is
optionally substituted with £aryl, and wherein €aryl is optionally substituted with
one or more groups selected froms@lkyl, Ci-salkoxy, halogen, hydroxyl or cyano;
R} R Ric Rid Risa R Qi3 gand R are independently selected from
hydrogen, halogen, cyano;-€alkyl, Ci.shaloalkyl or G.salkoxy;

X, Y, and Z are independently selected from¢RR! O or S;

W is selected from N or C;

R is absent or is selected from hydrogen, halogen,alkyl, Co.aalkenyl, G.salkynyl,
Ci-shaloalkyl, Gscycloalkyl, G-s aryl, G-1sheteroaryl or @isheterocyclyl; and

R1? is selected from hydrogen, halogen, hydroxyl, omitxo, cyano, azido, nitroso,
amino, hydrazino, formyl, & alkyl, Ci-4 haloalkyl, G.4 alkoxy, G-s haloalkoxy, G.s
cycloalkyl, G.s aryl, G4 alkylamino, COOR C(O)R, C(S)R, C(O)NRRL,
C(S)NRRs, NRIC(O)NR)Rc, NR:C(S)NRR¢, N(Rs)SOR,, N(Re)SC:Rb, NR:C(O)OR,,
NRaRs, NR:C(O)R,, NRLC(S)R, SONRR,, SONR:R, OR, ORC(O)OR,
OC(O)NRRb, OC(O)R, OC(O)NRRy, RNRsRc, R:ORy, SR, SOR, SORa or 3-15
membered saturated or unsaturated heterocyclyterdaryl ring with 1-5 heteroatoms
selected from N, S or O, whereins.£aryl, G cycloalkyl, and 3-15 membered

saturated or unsaturated heterocyclyl or heteraangl are optionally substituted with
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one or more groups selected from halogen, hydroooy, cyano, @s alkyl, Cis
haloalkyl, G.s+ alkoxy, Gs cycloalkyl, C(O)R, or 3-6 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witB heteroatoms selected from N, S or
O, wherein 3-6 membered saturated or unsaturatestdegclyl or heteroaryl ring is
optionally substituted with C(OJR and wherein B Ry, and R are independently
selected from hydrogen,1&@ alkyl, Cs.s cycloalkyl, G.s aryl, Gs.1s heterocyclyl or G.s
heteroaryl, wherein £& aryl, G.s cycloalkyl, and G.s heteroaryl are optionally
substituted with one or more substituents selefttad halogen, cyano, oriG alkyl; or
Ra and R can be taken together to form a 5-10 membered nyshoor bicyclic,
saturated or unsaturated heterocyclic ring with He®roatoms selected from N, S, or
0.
11. The compound of Formula I, Formula la, or Formbla$ claimed in any one of
the claims 1-10, their analogs, tautomeric fornieremisomers, geometrical isomers,
polymorphs, hydrates, solvates, pharmaceuticallgepiable salts, pharmaceutical
compositions, metabolites, and prodrugs thereof,clwvhs selected from a group
consisting of:
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp)-6-
(trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxada (Example 1),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-methylimidazo[1,2-
a]pyridine-2-carboxamide (Example 2),
N-(2-(3,4-dihydroisoquinolin-2(1H)-yl)-1-hydroxyethy7-(4-fluorophenyl)
imidazo[1,2-a]pyridine-2-carboxamide (Example 3),
(S)N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-(1-ethyl-1H-pyrazol-
4-yl)imidazo [1,2-a]pyridine-2-carboxamide (Examgle
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(5-propyl-1,2,4-
oxadiazol-3-yl)imidazo[1,2-a]pyridine-2-carboxamieample 5),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(5-methyl-1,2,4-
oxadiazol-3-yl)imidazo[1,2-a]pyridine-2-carboxamieample 6),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(5-(trifluoromethyl)-
1,2,4-oxadiazol-3-yl)imidazo[1,2-a]pyridine-2-cakamide (Example 7),
(S)-N-(3-(3,4-dihydroisoquinolin-21)-yl)-2-hydroxypropyl)-6(trifluoromethyl)
imidazo[1,2-a]pyridine-2-carboxamide (Example 8),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-methoxyimidazo
[1,2a]pyridine-2-carboxamide (Example 9),
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N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-phenylimidazo|[1,2-
a]pyridine-2-carboxamide (Example 10),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-(4-fluorophenyl)
imidazo[1,2-a]pyridine-2-carboxamide (Example 11),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-isopropylimidazo [1,2-
a]pyridine-2-carboxamide (Example 12),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-1H-pyrazol-
4-yl)imidazo[1,2-a]pyridine-2-carboxamide (Exampl&),
(S)-6-(4-cyanophenyl)-N-(3-(3,4-dihydroisoquino®giH)-yl)-2-hydroxypropyl)
imidazo[1,2-a]pyridine-2-carboxamide (Example 14),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(3,5-dimethyl
isoxazol-4-yl)imidazo[1,2-a]pyridine-2-carboxami&ample 15),
(S)-6-(3,5-difluorophenyl)-N-(3-(3,4-dihydroisoquin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@iexample 16),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(4fluorophenyl)
imidazo[1,2-a]pyridine-2-carboxamide (Example 17),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggropyl)-6-(1-isobutyl-1H-
pyrazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidexample 18),
(S)-6-(3,6-dihydro-2H-pyran-4-yl)-N-(3-(3,4-dihydsoquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiExample 19),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggropyl)-6-(1-((R)-
tetrahydrofuran-3-yl)-1H-pyrazol-4-yl)imidazo[1,2pgridine-2-carboxamide
(Example 20),

(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1H-pyrazol-4-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example 21)

(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-(oxetan-3-yl)-1H-
pyrazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidexample 22),
(S)-6-(1-(1-acetylazetidin-3-yl)-1H-pyrazol-4-yl)-(8-(3,4-dihydroisoquinolin-2(1H)-
yl)-2-hydroxypropyl)imidazo[1,2-a]pyridine-2-carbamide (Example 23),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggropyl)-6-(5-isopropyl-1,2,4-
oxadiazol-3-yl)imidazo[1,2-a]pyridine-2-carboxamidexample 24),
(S)-6-(5-cyclopropyl-1,2,4-oxadiazol-3-yl)-N-(3-@&3dihydroisoquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifexample 25),
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(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(tetrahydro-2H-pyran-
4-yl)imidazol[1,2-a]pyridine-2-carboxamide (Exam2é},
(S)-6-(1-acetylpiperidin-4-yl)-N-(3-(3,4-dihydroisoopolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifexample 27),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(2-methylpyrimidin-5-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example 28)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(6-methylpyridin-3-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example ,29)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(6-methylpyridazin-3-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example 30)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(2-methylthiazol-5-
yh)imidazo[1,2-a]pyridine-2-carboxamide (Example 31)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(4,5-dimethylthiazol-
2-yl)imidazo[1,2-a]pyridine-2-carboxamide (Exampl®),
(S)-6-(5-chloropyridin-2-yl)-N-(3-(3,4-dihydroisoqualin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@example 33),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-6-oxo-1,6-
dihydropyridin-3-yl)imidazo[1,2-a]pyridine-2-carbarmide (Example 34),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)imidazo[1,2-a]pyridine-2-carbamide (Example 35),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-1H-1,2,3-
triazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidéxample 36),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-isopropyl-1H-1,2,3-
triazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidexample 37),
(S)-N2-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggropyl)-N6-methylimidazo[1,2-
a]pyridine-2,6-dicarboxamide(Example 38),
(S)-6-acetamido-N-(3-(3,4-dihydroisoquinolin-2(1id)-2-hydroxypropyl)imidazo[1,2-
a]pyridine-2-carboxamide (Example 39),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-sulfamoylimidazol[1,2-
a]pyridine-2-carboxamide (Example 40),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-
(methylsulfonamido)imidazo[1,2-a]pyridine-2-carbaxde (Example 41),
((S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggpropyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyrimidine-2-carbomade (Example 42),
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(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-(1-methyl-1H-pyrazol-
4-yl)imidazo[1,2-a]pyrimidine-2-carboxamide (Exarapi3),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)imidazo[1,2-a]pyrimidine-2-carkamide (Example 44),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-1H-pyrazol-
4-yl)imidazo[1,2-a]pyrazine-2-carboxamide (Examgls,
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-1H-pyrazol-
4-yl)imidazo[1,2-b]pyridazine-2-carboxamide (Examgb),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)imidazo[1,2-a]pyrazine-2-carkemide (Example 47),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)imidazo[1,2-b]pyridazine-2-carkamide (Example 48),
(S)-6-(1-acetylpiperidin-4-yl)-N-(3-(3,4-dihydroisoopolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-b]pyridazine-2-carboxami@eample 49),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-
(trifluoromethyl)imidazo[1,2-b]pyridazine-2-carbaxade (Example 50),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-6-oxo-1,6-
dihydropyridin-3-yl)imidazo[1,2-a]pyrazine-2-carkemide (Example 51),
(S)-6-(1-acetylpiperidin-4-yl)-N-(3-(3,4-dihydroisoopolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyrazine-2-carboxami@xample 52),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyrazine-2-carboxaiei (Example 53),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3-methyl-6-
(trifluoromethyl)imidazo[1,2-b]pyridazine-2-carbaxade (Example 54),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3,6-
dimethylimidazo[1,2-a]pyrazine-2-carboxamide (Exaepb),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-methylimidazo[1,2-
b]pyridazine-2-carboxamide (Example 56),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyrazine-2-carboxatei (Example 57),
(S)-6-(3,3-difluoroazetidin-1-yl)-N-(3-(3,4-dihydmmaquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyrazine-2-carboxam{@xample 58),
(S)-6-(3,3-difluoroazetidin-1-yl)-N-(3-(3,4-dihydmquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@iexample 59),
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(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-5-
(trifluoromethyl)pyrazolo[1,5-a]pyrimidine-2-carbarmide (Example 60),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(3-hydroxyoxetan-3-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example 61)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-5-(1-methyl-1H-pyrazol-
4-yl)pyrazolo[1,5-a]pyrimidine-2-carboxamide (Exam@2),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-5-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)pyrazolo[1,5-a]pyrimidine-2-daoxamide (Example 63),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3-methyl-6-(1-methyl-
1H-pyrazol-4-yl)imidazo[1,2-a]pyrazine-2-carboxami@example 64),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3-methyl-6-(1-methyl-2-
0xo0-1,2-dihydropyridin-4-yl)imidazo[1,2-a]pyrazirieearboxamide (Example 65),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3-methyl-6-(1-methyl-6-
0x0-1,6-dihydropyridin-3-yl)imidazo[1,2-a]pyrazirieearboxamide (Example 66)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-5-methylpyrazolo[1,5-
a]pyrimidine-2-carboxamide (Example 67),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-3-fluoro-5-
(trifluoromethyl)pyrazolo[1,5-a]pyrimidine-2-carbarmide (Example 68),
(S)-6-(azetidin-1-yl)-N-(3-(3,4-dihydroisoquinolilH)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@xample 69),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(3-fluoropyrrolidin-1-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example,70)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(4-methylpiperazin-1-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example,71)
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-
morpholinoimidazo[1,2-a]pyridine-2-carboxamide (BExae 72),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(3-fluoropyrrolidin-1-
yhimidazo[1,2-a]pyrazine-2-carboxamide (Example,73)
(S)-6-(4-cyanophenyl)-N-(3-(3,4-dihydroisoquino®fiH)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyrazine-2-carboxami@xample 74),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(1-methyl-6-oxo-1,6-
dihydropyridin-3-yl)imidazo[1,2-a]pyrazine-2-carkemide (Example 75),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2@hydroxybutyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxad@ (Example 76),
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N-((2R,3R)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2 @hydroxybutyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxad@ (Example 77),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2(8hydroxybutyl)-6-(5-methyl-1,2,4-
oxadiazol-3-yl)imidazo[1,2-a]pyridine-2-carboxamid&xample 78),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-28hydroxybutyl)-6-(1-((R)-
tetrahydrofuran-3-yl)-1H-pyrazol-4-yl)imidazo[1,2pgridine-2-carboxamide (Example
79),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2(8hydroxybutyl)-6-(1-methyl-2-
0xo0-1,2-dihydropyridin-4-yl)imidazo[1,2-a]pyridin2-carboxamide (Example 80),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2@hydroxybutyl)-6-(1-methyl-1H-
pyrazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidexgmple 81),
(S)-N-(3-(6-fluoro-3,4-dihydroisoquinolin-2(1H)-yB-hydroxypropyl)-6-(1-methyl-1H-
pyrazol-4-yl)imidazo[1,2-a]pyridine-2-carboxamidexample 82),
(S)-N-(3-(6-fluoro-3,4-dihydroisoquinolin-2(1H)-yB-hydroxypropyl)-6-
(trifluoromethyl)imidazo[1,2-b]pyridazine-2-carbaxae (Example 83),
(S)-N-(3-(6-fluoro-3,4-dihydroisoquinolin-2(1H)-yB-hydroxypropyl)-6-
(trifluoromethyl)imidazo[1,2-a]pyrazine-2-carboxaiei (Example 84),
(S)-N-(3-(6-fluoro-3,4-dihydroisoquinolin-2(1H)-yB-hydroxypropyl)-6-(1-methyl-2-
o0xo0-1,2-dihydropyridin-4-yl)imidazo[1,2-a]pyrazirieearboxamide (Example 85),

(S)-6-(difluoromethyl)-N-(3-(3,4-dihydroisoquinolia1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@example 86),
6-(difluoromethyl)-N-((S)-3-(3,4-dihydroisoquinolia1H)-yl)-2-hydroxypropyl)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxdenExample 87),

(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-
(trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxad@ (Example 88),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-
(trifluoromethyl)imidazo[1,2-a]pyrazine-2-carboxaiei (Example 89),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-5-
(trifluoromethyl)pyrazolo[1,5-a]pyrimidine-2-carbamide (Example 90),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-
(trifluoromethyl)imidazo[1,2-b]pyridazine-2-carbaxée (Example 91),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-(1-methyl-
1H-pyrazol-4-yl)imidazo[1,2-a]pyrazine-2-carboxami@xample 92),
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(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-(1-methyl-
2-0x0-1,2-dihydropyridin-4-yl)imidazo[1,2-a]pyraaR-carboxamide (Example 93),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-N-methyl-6-(1-methyl-
6-0x0-1,6-dihydropyridin-3-yl)imidazo[1,2-a]pyraafR-carboxamide (Example 94),
(R)-6-(4-cyanophenyl)-N-(3-(3,4-dihydroisoquinoliiH)-yl)-2-hydroxypropyl)-N-
methylimidazo[1,2-a]pyrazine-2-carboxamide (Exanfie,
N-(3-((2,3-dihydro-1H-inden-2-yl)amino)-2-hydroxygpyl)-6-
trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxami@@Example 96),

N-(3-((2,3-dihydro-1H-inden-2-yl)amino)-2-hydroxygpyl)-6-(tetrahydro-2H-pyran-4-
yhimidazo[1,2-a]pyridine-2-carboxamide (Example 97)
6-(1-acetylpiperidin-4-yl)-N-(3-((2,3-dihydro-1H-ime-2-yl)amino)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxami@Example 98),
N-(3-((2,3-dihydro-1H-inden-2-yl)amino)-2-hydroxygpyl)-6-(1-methyl-2-oxo-1,2-
dihydropyridin-4-yl)imidazo[1,2-a]pyridine-2-carbarmide (Example 99),
N-(4-(3,4-dihydroisoquinolin-2(1H)-yl)-1-hydroxybam-2-yl)-6-
(trifluoromethyl)imidazo[1,2-a]pyridine-2-carboxad@ (Example 100),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-5,6,7,8
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 101),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-methyl-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridine-2-carboxamide (Exde 102),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-7-methyl-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 103),
6-cyclopropyl-N-((S)-3-(3,4-dihydroisoquinolin-2(3#1)-2-hydroxypropyl)-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 104),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-7-propyl-5,6,7,8
tetrahydroimidazo[1,2-a]pyridine-2-carboxamide (Exde 105),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-propyl-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 106),
(R)-N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-lkyoxypropyl)-6-methoxy -5,6,7,8-
tetrahydroimidazo[1,2-a]pyridine-2-carboxamide (Exde 107a) and (S)-N-((S)-3-
(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxypropy§-methoxy-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridine-2-carboxamide (Ewde 107b) (Examples 107a and
107b),
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N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-isopropyl-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 108),
N-(2-(3,4-dihydroisoquinolin-2(1H)-yl)-1-hydroxyegh)-7-phenyl-5 ,6,7,8-
tetrahydroimidazo[1,2-a]pyridine-2-carboxamide (Exde 109),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-phenyl-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 110),
N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-6-(1-methyl-1H-pyrazol-4-
yl)-5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-caxlamide (Example 111),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggrropyl)-6-phenyl-5,6-dihydro-
8H-imidazo[2,1-c][1,4]oxazine-2-carboxamide (Examfll2),

N-(3-(3, 4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyppyl)-7-isopropyl-5, 6, 7, 8-
tetrahydroimidazo [1, 2-a] pyrazine-2-carboxamiiggmple 113),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggrropyl)-6-(trifluoromethyl)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxden(Example 114),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggpropyl)-6-(4-fluorophenyl)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxaen(Example 115),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(4-fluorophenyl)-5,6-
dihydro-8H-imidazo[2,1-c][1,4]oxazine-2-carboxami@xample 116),
N-((2S,3S)-4-(3,4-dihydroisoquinolin-2(1H)-yl)-2(8hydroxybutyl)-6-
(trifluoromethyl)-5,6,7,8-tetrahydroimidazo[1,2-ghpline-2-carboxamide  (Example
117),

6-(1-acetylpiperidin-4-yl)-N-((S)-3-(3,4-dihydroisoopolin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]ne-2-carboxamide- Isomer-1
(Example 118A),
(S)-6-(1-acetylpiperidin-4-yl)-N-((S)-3-(3,4-dihyaisoquinolin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]miirie-2-carboxamide (Example
118B),

N--3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydroxyprgp-N-methyl-6-
(trifluoromethyl)-5,6,7,8-tetrahydroimidazo[1,2-gfpline-2-carboxamide  (Example-

119),

R)-N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydxypropyl)-6-(1-methyl-1H-
pyrazol-4-yl)-5,6,7,8-tetrahydroimidazo[1,2-a]pyndi2-carboxamide (Example
120A),
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(S)-N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-dyoxypropyl)-6-(1-methyl-1H-
pyrazol-4-yl)-5,6,7,8-tetrahydroimidazo[1,2-a]pyndi2-carboxamide (Example
120B),

(S)-N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-dyoxypropyl)-6-(trifluoromethyl)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxde(Example 121A),
(R)-N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-klyoxypropyl)-6-(trifluoromethyl)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxdeExample 121B),
(R)-6-bromo-N-(3-(3,4-dihydroisoquinolin-2(1H)-yD-hydroxypropyl)imidazo[1,2-
a]pyridine-2-carboxamide (Example 122),
(S)-6-cyano-N-(3-(3,4-dihydroisoquinolin-2(1H)-\@-hydroxypropyl)imidazo[1,2-
a]pyridine-2-carboxamidéExample_123),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)imidazo[1,2-a]pyridine-
2-carboxamide (Example 124),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-fluoroimidazo[1,2-
a]pyridine-2-carboxamide (Example 125),
(R)-2-((3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggrropyl)carbamoyl)imidazo[1,2-
a]pyridine-6-carboxylic acid (Example 126),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(piperidine-1-
carbonyl)imidazo[1,2-a]pyridine-2-carboxamide (Exden127),
(S)-N6-(3,3-difluorocyclobutyl)-N2-(3-(3,4-dihydrepquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2,6-dicarboxala (Example 128),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(piperazine-1-
carbonyl)imidazo[1,2-a]pyridine-2-carboxamide (Exden129),
(S)-N6-cyclohexyl-N2-(3-(3,4-dihydroisoquinolin-24)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2,6-dicarboxala (Example 130),
(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-(2,6-
diazaspiro[3.3]heptane-2-carbonyl)imidazo[1,2-aighyre-2-carboxamide ~ (Example
131),

N-((R)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-
(octahydropyrrolo[3,4-c]pyrrole-2-carbonyl)imidaig?-a]pyridine-2-carboxamide
(Example 132),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggrropyl)-6-(piperidine-1-
carbonyl)-5,6,7,8-tetrahydroimidazo[1,2-a]pyrididesarboxamide (Example 133),
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N6-(3,3-difluorocyclobutyl)-N2-((S)-3-(3,4-dihydreaquinolin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]irie-2,6-dicarboxamide (Example
134),

N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggpropyl)-6-(piperazine-1-
carbonyl)-5,6,7,8-tetrahydroimidazo[1,2-a]pyridipesarboxamide (Example 135),
N-((R)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-(2,6-
diazaspiro[3.3]heptane-2-carbonyl)-5,6,7,8-tetrabydidazo[1,2-a]pyridine-2-
carboxamide (Example 136),
N-((R)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-
(octahydropyrrolo[3,4-c]pyrrole-2-carbonyl)-5,6, #igrahydroimidazo[1,2-a]pyridine-
2-carboxamide (Example 137),
(S)-6-benzamido-N-(3-(3,4-dihydroisoquinolin-2(1#d)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 138),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(2-
fluorobenzamido)imidazo[1,2-a]pyridine-2-carboxami{fi@ample 139),
(S)-6-(cyclohexanecarboxamido)-N-(3-(3,4-dihydrosioglin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 140),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(tetrahydro-2H-pyran-
4-carboxamido)imidazo[1,2-a]pyridine-2-carboxam{Beample 141),
(S)-6-(cyclopropanecarboxamido)-N-(3-(3,4-dihydogjginolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 142),
(S)-6-(cyclobutanecarboxamido)-N-(3-(3,4-dihydroigimmplin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifexample 143),
(S)-6-(4-cyanobenzamido)-N-(3-(3,4-dihydroisoquing?(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 144),
6-(4-cyanobenzamido)-N-((S)-3-(3,4-dihydroisoquine?(1H)-yl)-2-hydroxypropyl)-
5,6,7,8-tetrahydroimidazol[1,2-a]pyridine-2-carboxaen(Example 145),
6-benzamido-N-((S)-3-(3,4-dihydroisoquinolin-2(1id)-2-hydroxypropyl)-5,6,7,8-
tetrahydroimidazol[1,2-a]pyridine-2-carboxamide (Exde 146),
N-((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgrropyl)-6-(isonicotinamido)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxaen(Example 147),
N-(2-(((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-klyoxypropyl)carbamoyl)-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridin-6-yl)oxazole-4-caxiamide (Example 148),
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N-((R)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6- (tetrahydro-2H-pyran-
4-carboxamido)-5,6,7,8-tetrahydroimidazo[1,2-a]dyre-2-carboxamide (Example
149),

6-(cyclopentanecarboxamido)-N-((S)-3-(3,4-dihydogjsinolin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]mirie-2-carboxamide (Example
150),

6-(cyclopropanecarboxamido)-N-((S)-3-(3,4-dihydogjginolin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]irne-2-carboxamide (Example
151),

6-(cyclohexanecarboxamido)-N-((S)-3-(3,4-dihydroisioglin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]irne-2-carboxamide (Example
152),

6-(cyclobutanecarboxamido)-N-((S)-3-(3,4-dihydroismwplin-2(1H)-yl)-2-
hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-a]mirie-2-carboxamide (Example
153),

(R)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-
(phenylsulfonamido)imidazo[1,2-a]pyridine-2-carboxde (Example 154),
N-((R)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrgpropyl)-6-(phenylsulfonamido)-
5,6,7,8-tetrahydroimidazo[1,2-a]pyridine-2-carboxden(Example 155),
rac-(R)-6-(azetidine-1-carbonyl)-N-(3-(3,4-dihydsoquinolin-2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 156),
(S)-N-(2-((3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-
hydroxypropyl)carbamoyl)imidazo[1,2-a]pyridin-6-idpxazole-3-carboxamide
(Example 157),
6-(bicyclo[2.2.1]heptane-2-carboxamido)-N-((S)-34¢8lihydroisoquinolin-2(1H)-yl)-
2-hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxarai(Example 158),
(S)-N-(2-((3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-
hydroxypropyl)carbamoyl)imidazo[1,2-a]pyridin-6-gRazole-2-carboxamide
(Example 159),

(S)-N-(2-((3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-
hydroxypropyl)carbamoyl)imidazo[1,2-a]pyridin-6-fl)azole-5-carboxamide
(Example 160),
N-(2-(((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-llyoxypropyl)carbamoyl)-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridin-6-yl)isoxazole-3rbaxamide (Example 161),
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6-(bicyclo[2.2.1]heptane-2-carboxamido)-N-((S)-34¢8lihydroisoquinolin-2(1H)-yl)-
2-hydroxypropyl)-5,6,7,8-tetrahydroimidazo[1,2-afioyne-2-carboxamide  (Example
162),
N-(2-(((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-klyoxypropyl)carbamoyl)-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridin-6-yl)oxazole-2-caxiamide (Example 163),
N-(2-(((S)-3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-llyoxypropyl)carbamoyl)-5,6,7,8-
tetrahydroimidazo[1,2-a]pyridin-6-yl)thiazole-5-baxamide (Example 164),
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggrropyl)-6-ethylimidazo[1,2-
a]pyridine-2-carboxamide (Example 165),
(S)-6-(1,1-difluoroethyl)-N-(3-(3,4-dihydroisoquinot2(1H)-yl)-2-
hydroxypropyl)imidazo[1,2-a]pyridine-2-carboxamifiexample 166), and
(S)-N-(3-(3,4-dihydroisoquinolin-2(1H)-yl)-2-hydrggropyl)-6-(pentafluoro-16-
sulfaneyl)imidazo[1,2-a]pyridine-2-carboxamide (BExae 167).

12. A process of preparation of compounds of Formwa tlaimed in any one of
claims 1 — 11, or its analogs, tautomeric formsyestisomers, geometrical isomers,
polymorphs, hydrates, solvates, pharmaceuticallgepiable salts, pharmaceutical
compositions, metabolites, and prodrugs thereoé, pihocess comprising reacting

Formula Il, and Formula Il

RS R®

0 R' R
[0} N
RS RO Nj)k oR19) X—</ %N m
R' R2 10 OH \ |

HN' 'm Vo) RO \ LA R®
R RORE v4e), Y{B)p

Formula Il Formula Ill Formula |
in presence of a coupling reagent and a solvenbtain the compounds of Formula 1,
wherein X, Y, and Z of Formula Ill are independgratlected from CR, NR'?, O or
S; W and B are independently selected from N oo 8,1 or 2; 0 is 1 — 3; Rs absent
or is selected from hydrogen, halogen,.sCGlkyl, C.s alkenyl, G.s alkynyl, C.s
haloalkyl, G.s cycloalkyl, G..s aryl, G.1s heteroaryl or @is heterocyclyl, and R is
selected from hydrogen, halogen, hydroxyl, oxoronityano, azido, nitroso, amino,
hydrazino, formyl, @s alkyl, Ci.s haloalkyl, G.s alkoxy, G.s haloalkoxy, Gs
cycloalkyl, G aryl, G.s alkylamino, COOR C(O)R, C(S)R, C(O)NRRy,
C(S)NRR», NRC(O)NRR:, N(Ry)SOR,, N(R)SO:Rs, NR«C(O)OR, NRaRv,
NRaC(S)NRRc, NR:C(O)Ry, NR«C(S)R, SONRRb, SONRaRs, OC(O)NRRG,
ORLC(O)OR,, OC(O)NRRp, OC(O)R, ORy, RaNRbRc, R:ORy, SR, SOR, SGQRa or 3-
15 membered saturated or unsaturated heterocyclyheteroaryl ring with 1-5
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heteroatoms selected from N, S or O, whereins &yl, Gs6 cycloalkyl, and 3-15
membered saturated or unsaturated heterocyclyl everdaryl ring are optionally
substituted with one or more groups selected fratoden, cyano, G alkyl, Cie
haloalkyl, G.s alkoxy or 3-15 membered saturated or unsaturateédrdwyclyl or
heteroaryl ring with 1-5 heteroatoms selected fien or O, wherein R R, and R
are independently selected from hydrogemns @lkyl, Cs.6 cycloalkyl, Gss aryl, Cs-15
heterocyclyl or Gis heteroaryl, wherein £ aryl, and G.15 heteroaryl are optionally
substituted with €e alkyl; nis 0-1;

A of Formula Il is selected from

-

R!a R1Z
R11b t{h’, R13e
E’JN R‘Hn R13:
la R or Ib R13d R13e ,

nNisO-1;, mis0-2;0is1- 3R R and R are independently selected from
hydrogen, halogen, hydroxyl ori€ alkyl, wherein G.s alkyl is optionally substituted
with hydroxyl, halogen, and combinations thereof, Rnd R are independently
selected from hydrogen, 1€ alkyl or halogen, wherein G alkyl is optionally
substituted with hydroxyl, halogen, and combinagiothereof; R and R? are
independently selected from hydrogen ars@lkyl, wherein G alkyl is optionally
substituted with € aryl, and wherein & aryl is optionally substituted with one or
more groups selected fromy.€alkyl, Cis alkoxy, halogen, hydroxyl or cyano!R
RIb Rilc Rld RI3a RI3b Ri3c gand R are independently selected from hydrogen,
halogen, cyano, £ alkyl, Ci.shaloalkyl or G.ealkoxy

A of Formula | is selected from

R‘l'.:l
R R12
I
N R13H
"'Er"N R1‘Il:: L{
R R™
la Ib Rt R13
or ;

---- represents optional single or double bonds@ or1; mis0-2;pislor2;0isl -
3; R, R, R, R, R, and R are independently selected from hydrogen, halogen,

273



hydroxyl or G- alkyl, wherein G alkyl is optionally substituted with one or more
groups selected from hydroxyl or halogerf; &d R?are independently selected from
hydrogen or @s alkyl, wherein G alkyl is optionally substituted with g aryl, and
wherein G.s aryl is optionally substituted with one or mor@gps selected from 1G
alkyl, Ci-6 alkoxy, halogen, hydroxyl, or cyanoR R'P Rl R!ld Ri3a Ri3b pisc
and R%dare independently selected from hydrogen, haloggano, G alkyl, Ci¢
haloalkyl or G.salkoxy; X, Y, and Z are independently selected filéR°, NR®, O or
S; W, and B are independently selected from N oRTis absent or is selected from
hydrogen, halogen, 1& alkyl, C:-s alkenyl, G.s alkynyl, Ci-¢ haloalkyl, G.¢ cycloalkyl,
Css aryl, G.s heteroaryl or @is heterocyclyl; and R is selected from hydrogen,
halogen, hydroxyl, oxo, nitro, cyano, azido, nipg@mino, hydrazino, formyl, G
alkyl, Ci.s haloalkyl, G.s alkoxy, G.s haloalkoxy, G cycloalkyl, G.s aryl, Cs
alkylamino, COOR C(O)R,, C(S)R, C(O)NRR», C(S)NRRp, NRC(O)NRR,
N(Ra)SOR,, N(R)SO:Rs, NRLC(O)OR, NRaRp, NR:C(S)NRR:, NR:C(O)R,
NR:C(S)R, SONRRy, SONRaRp, OC(O)NRR» ORC(O)OR,, OC(O)NRRy,
OC(O)R,;, ORs, RaNRbRc, R:ORs, SR, SOR, SQRa or 3-15 membered saturated or
unsaturated heterocyclyl or heteroaryl ring witb heteroatoms selected from N, S or
O, wherein Ge aryl, G cycloalkyl, and 3-15 membered saturated or unsidra
heterocyclyl or heteroaryl ring are optionally stitosed with one or more groups
selected from halogen, hydroxyl, cyano, oxegs@lkyl, Ci.s haloalkyl, G.salkoxy, G
cycloalkyl, C(O)R, or 3-6 membered saturated or unsaturated hetybcypr
heteroaryl ring with 1-3 heteroatoms selected ftens or O, wherein 3-6 membered
saturated or unsaturated heterocyclyl or heteraamgl with 1-3 heteroatoms selected
from N, S or O is optionally substituted with C(Q@)Rnd wherein R R,, and R are
independently selected from hydrogem.sGilkyl, Cs.6 cycloalkyl, G.s aryl, Gs-1s
heterocyclyl or Gisheteroaryl, wherein £ aryl, G.s cycloalkyl, and G.15 heteroaryl
are optionally substituted with one or more substits selected from halogen, cyano,
or C6 alkyl; or Rs and R can be taken together to form a 5-10 membered oyatio
or bicyclic, saturated or unsaturated heterocydhg with 1-3 heteroatoms selected
from N, S or O.

13. The process as claimed in claim 12, wherein theplooy reagent is selected
from the group consisting ofN-(3-dimethylaminopropylN'-ethylcarbodiimide
hydrochloride, hydroxybenzotriazole, propane phosgph acid anhyride, and

combinations thereof.
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14. The process as claimed in claim 12, wherein theestlis a polar aprotic
solvent selected from the group consisting of DMIgxane, acetonitrile, THF, and
combinations thereof.

15. A pharmaceutical composition comprising a compoah&ormula I, Formula
la, or Formula Ib or a pharmaceutically acceptailé thereof as claimed in any one of
claims 1-11 together with a pharmaceutically acaglet carrier, optionally in
combination with one or more other pharmaceutioahgositions.

16. 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.

17. Use of the compound according to any one of claims- 11 or the
pharmaceutical composition as claimed in claim 151@y in the manufacture of a
medicament for treatment and/or prevention of weridiseases, including cancer and
infectious disease, wherein said medicament is tadoeinistered in combination with
other clinically relevant cytotoxic agents or nonetoxic agents, wherein the
compound or the pharmaceutical composition is toadeninistered to a subject
suffering from the proliferative disorder or cancer

18. Use of the compounds as claimed in any one of elaim— 11 or the
pharmaceutical composition as claimed in claim 1516 in the manufacture of a
medicament for the treatment and/or prevention ofioua diseases including
proliferative disorder or cancer; or treatment ahcer, wherein said medicament is to
be administered together in combination with ottigrically relevant cytotoxic agents
or non-cytotoxic agents.

19. Use of the compounds as claimed in any one of elaim— 11 or the
pharmaceutical composition as claimed in claimrilthe manufacture of a medicament
for treatment of cancer, wherein said medicametd ise administered in combination
with other clinically relevant cytotoxic agentsran-cytotoxic agents.

20. Use of the compounds as claimed in any one of elaim— 11 or the
pharmaceutical composition as claimed in claimrilthe manufacture of a medicament
for treatment of cancer, wherein said medicametd ise administered in combination
with other clinically relevant immune modulator age

21. Use of the compounds as claimed in any one of claim- 11 or the
pharmaceutical composition as claimed in claimrilthe manufacture of a medicament

for treatment of a condition mediated by PRMT5atneent and/or prevention of a
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proliferative disorder or cancer; or treatment ahcer, wherein said medicament is to
be administered together in combination with ottigrically relevant cytotoxic agents
or non-cytotoxic agents.

22. Use of the compound as claimed in any one of clains 11 or the
pharmaceutical composition as claimed in claimrilthe manufacture of a medicament
for the treatment and/or prevention of a conditiorediated by PRMT5 or a

proliferative disorder or cancer.
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