SUMMARY OF THE INVENTION

In one aspect, there is provided a compound having Formula (f)

Zzp.

t . DIJ\Al B
w 1A
(D,
or a therapeutically acceptable salt thereof,
wherein
Alis N or C(A;

AYis B, R, ORY SR, SCOIR!, SO-R', C(ORY, C(O)OR!, OC(OIR’, NHR, N(R ™,
C(OYNHR!, CLOIN(R '), NHC(O)R', NR'C(O)R', NHC(O)OR', NR'C(O)OR', NHC(O)NH:,

NHC(O)NHR!, NHC(O)N(R')2, NR'C(O)NHR ', NR'C(ON(R ")z, SO;NHz, SO.NHR',

SO.N(RY,, NHSO,R!, NRISO,R', NHSO,NHR ', NHSO,N(R'),, NR'SONHR',

NR'SO.N(R '}, C(OYNHNOH, C(O)NHNOR', C(O)NHSO.R}, C(NH)NH,, CINH)NHR',

CONHDN(R'); NHSO;NHR', NHSO,N(CH;)R', N(CH3)SO,N(CH3)RY, F, Cl, Br, I, CN, NO»,

N, OH, C(O)H, CENOH, CH(NOCHS3), CFs, C(O)OH, C(O)NH, or C(O)OR'™,

B'is H,R’, OR’, SR', S(O)R’, SO:R', CO)R', C(O)OR', OC(O)R', NHR', N(R '),
C(OINHR', CIONR . NHCIO)R', NR'CIO)R, NHC(O)OR!, NR' C(O)OR', NHC(O)NFH,,

NHC(ONHR!, NHC(ON(R )y, NR'C(OWNHR ', NR'C(O)N(RY);, SONH,, SO,NHR’,

SO,N(R Y, NHSO,R, NRISOoR', NHSO,NHR ', NHSO,N(R ), NR'SO,NHR',

NRISO,NRY,, C(OINHNOH, C(O)NHNOR', C(OINHSO,R’, CINH)NH,, C(NH)NHR,

CONFN(R '), NHSO,NHR ', NHSO,N(CH3)R', N(CH3)SO-N(CH:)R', F, CL, Br, L, CN, NOy N,

OH, C(OH, CHNOH, CH(NOCHS,), CF,, C(O)YOH, C(O)NH; or C(O)OR™;
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D'is H, R', OR, SR', S(O)R', SO.R!, C(OIR?, C(OYOR!, OC(O)R’, NHRY, N(R'),,
C(O)NHR', C(O)N(R ")z, NHC(O)R', NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(O)NH,,
NHC(OJNHR', NHC(O)N(R )2, NR'C(O)NHR ', NR'CLO)N(R ), SO,NH,, SO,NHR',
SON(R'), NHSO,R!, NRISO.R!, NHSO.NHR !, NHSO,N(R ), NRISO,NHR,
NR'SO;N(R "), CLOYNHNOH, C(O)NHNOR', C(O)NHSO,R!, CONH)NH,, C(NH)NHR',
CONHIN(R"), NHSO,NHR', NHSO,N(CH3)R', N(CH3)SO,N(CH)R!, F, C1, Br, I, CN, NO, N3,
OH, C(O)H, CHNOH, CH(NOCHj3), CF;, C(O)OH, C(ONH; or CIO)ORM;

E'is H,R', OR’, SR}, S(OIR, SOR!, C(O)R', C(O)OR', OCOIRY, NHR!, N(R '},
C(O)NHR!, C(OIN(R )2, NHC(O)R', NR'C(O)R!, NHC(O)OR!, NR'C(0)OR!, NHC(O)NH,,
NHC(O)NHR', NHC(OIN(R')2, NRIC(O)NHR!, NR'C(O)NR s, SO,NH,, SO.NHR!,
SON(R' ), NHSOR!, NR'SO.R!, NHSO,NHR |, NHSO:N(R ), NRISO,NHR,
NR'SON(R'}, C(OYNHNOH, C(O)NHNOR', C(O)NHSO,R!, C(NH)NH,, C(NHINHR',
CINFDN®R '), NHSO,NHR', NHSO,N(CH3)R', N(CH3)SOsN(CH3)R', F, Cl, Br, [, CN, NO, N3,
OH, C(O}H, CHNOH, CH(NOCH3), CF,, C(O)OH, C(OYNH; or C(O)OR™;

Y'is H, CN, NO,, C(OYOH, F, Cl, Br, I, CFa, OCFs, CF,CFs, OCF,CF3, R, ORY,
CORY, C(OORY, SR, SO.RY, NH,, NHR', N(R'),, NHC(O)R", C(O)NH,, C(ONHR,
CIOINR' M, NHS(OR or NHSO,RY:

R'isR%L R R or RY;

R ig eycloalkyl, eycloalkenyl or cycloalkynyl;

R%ig phenyl, which is unfused or fused with henzene, heteroarene or R*; R* ig
cycloalkane or heterocycloalkane;

R’ is heteroaryl, which is unfused or fused with benzene, heteroarene or R* R* i
cycioalkane or heterocycioalkane;

R* is cycloaliyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which is
unfused or fused with benzene, heteroarene or R*; R% is cycloalkane, cycloalkene,
heterocycloalkane or heterocycioalkene;

®* is alkyl, alkenyl or alicynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R, R”, OR”, SR, S(O}R7, SO.RT, NHR,
NRz, COOIR, C(OYNH,, C(OINHR, CONR "), NHC(O)R”, NR'C(O)R”, NESO.R”,
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NHC(Q)OR', SO,NH,, SO.NHR', SONR "), NHC(O)NH,, NHC(OINHR,
NHC(O)CH{CH3)NHC(O)CH(CH;)NH,, NHC(O)CH(CH;)NHC(O)CH(CH;)NHR |, OH, (0),
C(O)OH, N;, CN, NH,, CFy, CF,CF;, F,CLBrand I;

R%is C,-Cs-spiroalkyl, each of which is unsubstituted or substituted with OH, (O), N3,
CN, CFs, CF,CFs, F, Cl, Br, I, NH,, NH(CH;} or N(CHa)a:

R7isRE R, R or R,

R¥is phenyl, which 1s unfused or fused with benzene, heteroarene or R® RM ig
cyciloalkane, cycloalkene, heterocyclo alkane or heterocycloalkene;

RYis heteroaryl, which is unfused or fused with benzene, heteroarene or RQA; R s
cycloalkane, cycloalkene, heterocycloatkane or heterocycloalkene;

R is cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl each of which is
unfused or fused with benzene, heteroarene or R'%*; R104 ig cycicalkane, cycioalkene,
heterocycioalkane or heterocycloalkene;

RV s alkyl, alkenyl, or alkynyl, each of which 1s unsubstituted or substituted with one or
two or three substituents independently selected from R'2, OR™, SR, S(O)Rm, SO,RY,
C(O)R™, CO(OIR™, OC(OIR", OC(OYOR™, NH,, NHR Y, N(R™),, NHC(O)R2, NRPZC(O)R 2,
NHS(ORR!Z, NRP¥*S(OLRY, NHC(O)OR !, NR¥“C(OYOR?, NHC(O)NH,, NHC(O)NHR?,
NHC(ON(R ), NRMC(OINHR?, NRPC(OIN(R ), C(OINH,, C(OINHR", CONER ™),
C(O)NHOH, C(O)NHOR™, C(O)NHSO.RY, C(O)NR'*S0,R', SO,NH,, SO,NHR™,
SONR P, CIOH, CIOYOH, CINYNH,, CONINHR 2, CINYN(R )., CNOH, CNOCH,, OI1, (0),
CN, Ns, NO,, CF;, CFCF3, OCF3, OCF,CFs, F, Cl, Brand I

R2is R R R or R

R s ph'enyl, which is unfused or fused with benzene, heteroarene or R™4 R4 15

cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
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R¥is heteroaryl, which is unfused or fused with benzene, hetercarene or R4 RM#A s
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

RY is cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene, each of which is
unfused or fused with benzene, heteroarene or R R is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R is alkyl, alkenyl or alkynyl;

R7is R RY R or R

R*is phenyl, Wﬁich is unfused or fused with benzene, heteroarene or R'4: R1%4 43
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R¥ is hetercaryl, which is unfused or fused with benzene, heteroarene or R, R™* is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R¥ is cycloalkyl, cycloalkenyl, heterocycloalicyl or heterocyeloalkenyl each of which is
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unfused or fused with benzene, heteroarene or R™7; R™7 is cycloalkane, cycloalkene,

heterocycloalkane or heterocycloalkene;

R 15 alkyl, alkenyl, or alkynyl, each of which 15 unsubstituted or substituted with one or
two or three substituents independently selected from R™, OR™, SR™, S(O)R%, SO,R™,
C(ORF, CO(O)R™, OC(OR™, OC(OYOR™, NH,, NHR™, N(R™),, NHC(OR™, NR¥C(O)R®,
NHS(O)2R*, NRZS(0)R®, NHC(O)OR™, NRZC(0YOR™, NHC(O)NH,, NHC(O)NHR™,
NHC(OYN(R™},, NRZC(ONHR?, NRZC(ON(R™),, C(O)NH,, C(OINHR™, C(ONR™ ),
CONHOH, C(ONHOR™, C{OWHSO-RZ, C(OINR¥S0,R?, SO.NH,, SO-NHR™,
SO,N(R™),, C(OVH, C(OYOH, CININH,, CIN)NHR, CON)N(R™),, CNOH, CNOCH;, OH, (O},
CN, N3, NO,, CF3, CF.CFs, OCF3, OCE,CF3, F, CL, Brand §;

r%ig R23, R or st; |

R” is phenyl, which is unfused or fused with benzene, hetercarene or RPA RBP4 35
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R* is heteroarene, which is unfused or fused with benzene, hetercarene or R? 4’°‘; R*™ is

cycloalkane, cycicalkene, heterocycicalkane or heterocycloalkene;
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R® is cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkeny! each of which is
unfused or fused with benzene, heteroarene or R**; R** is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

z'is R%:

2 is R* R¥ or R,

7' and Z** are both absent

L'is RY ORY SRY, SOIRY, SO.RY, C(OIRY, CO(OIRY, OC(ORY, OC(0)ORY,
NHR, C(OINH, C(O)NRY, C(OIWNHOR, C(ONHSO.RY, SO.NH, SO,NHRY, CONINH, or
C(NYNHR

R* is phenylene;

R¥ 35 phenylene, which 1s unfused or fused with benzene, heteroarene or R4 RHEA 4
cycioalkane, cycloalkene, heterocycloalkane or heterocyeloalkene;

R¥ s heteroarylene, which is unfused or fused with benzene or heteroarene or Rm; R4
1s cycloalkane, cycloalkene, heterocyceloalkane or heterocyelcalkene

R¥ is eycloalkylene, cycloalkenyiene, heterocycloalkylene or heterocycloalkenylene,
each of which is unfused or fused with benzene, heteroarene or R>%4; R34 ig cycioalkane,
cycloalkene heterocycloalkane or heterocycloatkene;

R* is a bond or R¥™™

R¥*ig alkylene, alkenvlene, or alkynylene, each of which ts unsubstituted or substituted
with one or two or three substituents independently sdected from RYP, OR*™® s,
SIOR?E, SORT™®, C(OIR™, CO(OIR®™, OC(O)R™™E, OC(0)OR*™ NH,, NHR'™, NR™™),,
NHC(O)R*™, NR*BCOIR?™E, NHS(0),R*™?, NR*™S(0),R*™®, NHC(0)ORE,
NR*BC(0)ORYE, NHC(O)NH,, NHC(O)NHR? "8, NHC(OWN(R™),, NR*PC(ONHR™,
NREC(ON(R™PY,, COYNH,, C(OWHRE, C(O)NR™),, C(O)NHOH, C(O)NROR™,
C(OINHSORY®, COINRYESO.R™®, SO.NH,, SO-NHRP™®, SO,NERY,, CLOVH, C(O)0H,
C(NJNH,, CONNHRY®, CONIN(RY ™., CNOH, CNOCH;, OH, (0}, CN, N3, NOy, CFs, CFCFs,
OCFs, OCF,CFy, F, Cl, Brand I

R¥B g alkyl, alkenvi, alkynyl, phenyl, heteroaryl, cycloaliyl, cycloalkenyl,
heterocycloalkyl, or heterocycloalkenyl;
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- Z'is ng, R* or R¥:
R i phenyl, which is unfused or fused with benzene, heteroarene or R’ A R34
cycloalkane, cycloalkene, heterocycloalkane or heteroeycloalkene;
R¥ is heteroaryl, which is unfused or fused with benzene, heteroarene or R**; ¥ 15
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
R¥ 15 oycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which 1s
unfosed or fused with benzene, heteroarene or R¥%: R*%% ig cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;
wherein the phenylene represented by R*® is with one OR*;
R is R*¥ or R®;
R%is phenyl, which 1s unfused or fused with benzene, heteroarene or R42A; R*™ s
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
R* is heteroaryl, which 1s unfused or fused with benzene, heteroarene or R*4; R** ig
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
wherein the moieties represented by R*, and R*, are independently sabstituted with one
or two or three or four substituents independently selected from RBO, OR50= SRSO, S(C))R5 O,
SORY, C(ORY, COOIR, OCIORY, OC(OYOR™, NHa, NHR™, N(R™), NHC(O)R™,
NRPCORY, NHS(0)RR™, NR™S(0),R¥, NHC(OYOR™, NR*C(0)OR™, NHC(O)NH,,
NHC{ONHR™, NHC(OWER"),, NR*COWHRY, NRPC(OIN(R™),, C(ONH,, C(ONHR™,
CONR™Y,, C(ONHOH, C(ONHOR™, C(OINHSO.RY, CLOINR*SO,R™, SO,NH,,
SO,NHR™, SO.N(R™}0, C(OVH, C(O)OH, CON)NH,, CININHR, CONNR®,, CNOH,
CNOCH;, OH, (O}, CN, N3, NO,, CF3, CF.CF3, OCF,, OCFoCFa, F, Cl, Brand 1;
' R¥is R¥, R R% or R
R is phenyl, which is unfused or fused with benzene, heteroarene or R>'*; R¥4 ig
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

2, C g ~ . A -
R*1s heteroaryl, which is unfused or fused with benzene, heteroarene or R R™ ig

cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
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R¥is cyeloalkyl, cycloalkenyl, heterocycloalky! or heterocycloalkenyl, each of which is
unfused or fused with benzene, heteroarene or R°34; R¥*4 is cycloalkane, cycloalkene,
heterocycloalkane or heterocyeloalkene;

R*is alkyl, alkenyl, or alkynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R* OR™, SR, S(O)RSS, SOZRSS,
COR™, CO(OIRT, OT(O)R™, OC(OYOR™, NH,, NHR™, N(R*),, NHC(O)R™, NRPC(O)R™,
NHS{ORR*®, NR¥S(OLR*, NHC(OYOR, NR*C(O)OR™, NHC(O)NH,, NHC(O)NHR,
NHC(O)N(R>),, NR*¥C(ONHR ™, NR*C(O)N(R™),, C(O)NH,, C(O)NHR™, C(OINR> ),
C(O)NHOH, C{O)NHOR™, C(OINHSO.R™, C(OINR™SO.R™, SO;NH,, SO,NHR>,
SON(RY},, C(OVH, C(OYOH, C(NINH,, CININHR™, C{NIN(R**},, CNOH, CNOCH;, OH, (O,
CN, N3, NO, CFy, CF,CFs, OCF3, OCF,CFy, F, CL, Br and I;

R is allkyl, alkenyl, alkynyl, phenvl, heteroaryl, cycloalkyl, cycloalkenyl,
heterocycloalkyl or heterocycloalkenyl; and

wherein each foregoing cyclic moiety 1s independently unsubstituted, substituted or
further substituted with one or two or three or four or five sobstituents independently selected
from R¥™, R¥ ORY, SR, S(O)RY, SO,RY, C(OIRY, CO(OIRY, OCIORT, OC(O)OR, NH,,
NHR, N(R™),, NHC(OR®, NRC(OR”, NHS(0):R”, NRS(C),R”, NHC(O)ORY,
NRTC(0)ORY, NHC(O)NH,, NHC(OINHRY, NHC(OINR ™), NRTC(ONHR,
NRFCOINR ), C(OYNH,, C(ONHR, C(OINR),, C(OYNHOH, C(ONHORY,
C{OWHSORY, ClONRSORY, SONH,, SONHRY, SONR™,, COH, CLOIOH,
CN)NH,, COONHR®, COIN)N(R?")2, CNOH, CNOCH;, OH, (0), CN, N3, NOs, CFs, CF,CFs,
OCF,, OCF,CFs, F, Cl, Brand I;

R is spirocyelyl;

R ig Rsz@j R59a R 60 or Rm;

R¥ g phenyl, which is unfused or fused with benzene, beteroarene or R*; R84 45
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R is heteroaryl, which is unfused or fused with benzene, heteroarene or R°7*; R¥ is

cycloalkane, cycloélkene, heterocycloalkane or heterocycloalkene;
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R¥ s cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which 1s
unfused or fused with benzene, heteroarene or RGOA; RO 35 cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

~ R%is alkyl, alkenyl, or alikynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R®, OR®, SR%, S(O)R%, SO,R®,
C(O)R®, CO(C)RE, OC(ORE, OC{O)OR™, NH,, NHRP, N(R%),, NHC(O)R®, NREC(O)R®,
NHS(OR%, NR¥S(0)1RY, NHC(O)OR®, NRC(0)OR®, NHC(O)NH,, NHC(O)NHR?,
NHC(O)N{R2);, NREC(O)NHR®, NREC(O)NR 2}, C(OINH,, C(OYHR®, CONRD),,
C(O)NHOH, C(O)NHOR®, C(OINHSO.R®, C(OINRPSO,R?, SO.NH,, SONHR?,
SON(R), C(OMH, COYOH, CININHa, CONNHR®, CONNR?),, CNGH, CNOCH,, OH, (0),
CN, N3, NO», CF3, CF,CFs, OCFs, OCF2CFs, F, Cl, Br and ;

RS s RS R RS or R,

R® ig phenyl, which is unfused or fused with benzene, hetercarene or R%#; R%%4 ig
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R s heteroaryl, which is unfused or fused with benzene, heteroarene or R®; R¥* 45
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R% ig cycloalkyl, cycloaikenyl, heterocycloalky! or heterocyeloalkenyl, each of which is
unfused or fused with benzene, heteroarene or R R ig cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R s alleyl, allkenyl or alkenyl, cach of which is unsubstiteied or substituted with one or
two or three substituents independently selected from Rm, ORm, SR67, S(O)Rﬂ, SOsz,
CORY, CO(O)RY, OC(ORY, OC(OYORY, NH,, NHRY, N(R®"),, NHC(O)R®Y, NRYC(O)RY,
NHS(O):RY, NR¥S(0),RY, NHC(O)ORY, NRE'C(OYORY, NHC(O)NH,, NHC(O)NHRY,
NHC(OIN(R ), NRCOWHRY, NR¥C(ONRS,, CIOINH,, C(ONHRY C(ONR,
C(OYNHOH, C(ONHOR®, CIOWHSO-RY, CLO)NRYSO,RY, SO,NH,, SO,NHRY,
SONR),, CLOYH, CIOYOH, CONINFH,, CINYNHRY, CONN(R®),, CNOH, CNOCH,, OH, (O),
CN, N3, NO3, CFs5, CF,CFs, OCFs, OCE,CFs, F, Cl, Brand I

R is alkyl, alkenyl, alkynyl, phenyl, heteroaryl, cycloalkyl, cycloalkenyl,

heterocycioalkyl or heterocveloalkenyl;



wherein the moieties represented by R57A, R58, R, Rﬁo, Rés, Rm, R® and R% are
unsubstituted or substituted with one or two or three or four substituents independently selected
from RSS,IOR“, SR¥, S(O)R®®, SO,R®, COR®, COOIR®, OC(OIRE, OC(0)OR®, NH,,
NHR®, NR®¥),, NHC(O)R, NR¥®C(O)R®, NHS(0),R, NR¥S(0),R%, NHC(0)OR®,
NRFEC(0)OR®, NHC(O)NH,, NHC(O)NHR®, NHC(O)NR®,, NR¥C(O)NHRE,
NRECONRY),, C(O)NH,, C(OINHR®, C(OINR®),, C(O)NHOH, C(ONHOR®,
C(O)NHSO,RY, CLONR®SO.R®, SO,NH,, SO.NHR®, SO.NR®),, C(O)H, C(0)0H,
C(N)NH,, CON)NHR®, CONJN(R®®),, CNOH, CNOCH;, OH, (O), CN, N3, NOa, CFs, CFoCFs,
OCF3, OCF.CFs, F, Cl, Brand I

RO 5 R R R or R7:

R% s phenyl, which is unfused or fused with benzene, heteroarene or R®*, R%* ig
cycloalkane, cycloalkene, beterocycloalkane or heterocycloalkene;

R s heteroaryl, which is unfused or fused with benzene, heteroarene or R™* R™ is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R is eycloalkyl, cycloatkenyl, heterocycioalkyl or heterocycloalkenyi, each of which is
unfused or fused with benzene, heteroarene or R7*; R74 15 cycloalkane, cycloalkene,
heterocycloalkane or heterocydoaik_ene;

R™is alkyl, alkenvl, or alkynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R™, OR™, SR”, S(O)R73, SO,R”,
COIR™, COOR, OCORT, OCO)ORT, NH,, NHR™, N(R™),, NHC(OIR™, NRPC(OR™,
NHS(O)R"”, NR™S(0),R”, NHC(O)OR™, NRC(0)OR™, NHC(0)NH,, NHC(O)NHR”,
NHC(OW(R ), NR *C(O)NHR ™, NRPC(O)N(R™),, C(O)NH,, C(OINHR ™, C(OINR ),
C(OYNHOH, C(O)NHOR™, C(OINHSO,R™, CIONRS0,R™, SO,NH,, SO,NHR”,
SON(R™Y, CIO)H, C(O)OH, CINYNH,, CONINHR™, C(N)N(R ™)., CNOH, CNOCH;, OH, (0),
CN, N3, NO,, CF3, CFCFs, OCFs5, OCF,CFs, F, Cl, Br and 1;

R™ is alkyl, alkenyl, alkenyl, phenvl, heteroaryl, cycloalkyl, cycioalkenyl,
heterocycloalkyl or heterocycloalkenvi; and

the moieties represented by RégD R, and R"" are unsubstituted or substituted with one or

two or three or four substituents mdependently selected from NH,, C(O)NH-, C(O)NHOH,
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SO.NH,, C{O)H, C(O)OH, C{N)NH,, OH, (0), CN, N3, NO,, CF3, CF2CFa, OCF3, OCF-CFs, F,
Cl, Brand L.

In one aspect, there is provided a compound having Formula (II)

or a therapeutically acceptable salt thereof,

wherein

R g absent;

nis O

misi, 2, 3,4, or5;

Ais N or CA™Y);

A%isH,R', ORY, SR', S(O)R', SOR', C(O)R', C(O)OR!, OC(O)R', NHR', N(R '},
CIOMNHR', CLON(R),, NHC(OR', NR'C(O)R', NHC(OYOR!, NRIC(O)OR', NHC(O)NH,,
NHC(ONHR', NHC(OIN(R '), NR'C(O)NHR', NR'C(OIN(R '}, SO.NH,, SO.NHR'
SON(R ), NHSO.R!, NR'SO,R', NHSO-NHR, NHSO,N(R' ), NRISO.NHR ',
NR'SO.N(R '}z, C(OYNHNOH, C{O)NHNOR', C{O)NHSO,R', C(NH)NH,, C(NH)NHR,
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CNH)NR Y, NHSO,NHR ', NHSO.N(CH;)R', N(CH2)SO,N(CH:)R!, F, CL Br, L, CN, NO,,
N3, OH, C(O)H, CHNOH, CH(NOCH;), CFs, C(O)OH, C(O)NH, or C(O)OR',

B'isH, R', OR’, SR), S(O)R', SORY, C(OIR], C(OYOR!, OCIOR!, NHR!, N(R ),
C(ONHR', C(ONR Yo, NHCOR!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR !, NHC(O)NHa,
NHC(OINHR ', NHC(O)N(R o, NR'C(O)NHR, NR'C(O)N(R}2, SONH,,

SO,NHR', SO:N(R",, NHSO.R!, NRISO,R!, NHSO,NHR’, NHSO.N(R )5, NR!SO.NHR',
NR'SO;NR")a, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R ', CONH)NH,, C(NEHNHR',
CONH)N(R'); NHSO,NHR', NHSO:N(CH3)R', N(CH3)SO.N(CH3)R', F, CL, Br, I, CN, NOy N,
OH, C(O)H, CHNOH, CH(NOCH;}, CFs, C(O)OH, C(O)NH, or C(O)ORM,

Dlis H, RY, ORY, SR, S(OR, SG.R!, COIR!, C(O)OR!, OCOIR', NHR', N(R",
CIOYNHR!, C{ONR Y, NHC(OR!, NRIC(OJR, NHC(O)OR', NR'C(O)OR !, NHC(O)NH,,
NHC(O)NHR, NHC(O)N(R ), NR'C(O)NHR?, NRC(OYN(R'),, SO,NH,, SO,NHR!,
SON(R "), NHSO.R!, NRISO:R', NHSO,NHR ', NHSO,N(R'),, NRISO,NHR,

NR'SO;NR™ ., C(OYNHNOH, C(ONHNOR!, C{OYNHSO.R!, C(NH)NH,, C(NH)NHR ',
CONH)N(R '), NHSO,NHR', NHSO,N(CH3)R!, N(CH33SO.N(CH3)R, F, C1, Br, I, CN, NOy Na,
OH, C(OVH, CENOH, CH(NOCH;), CFs, C(O)OH, C(O)NH, or C(O)OR™;

Elis H, R', OR’, SR, S(OIR!, SOR!, C(OR!, COYOR!, OC(OR!, NHR!, N(R '),
C(O)NHR', C{OIN(R )2, NHC(OJR', NR'C(O)R’, NHC(O)OR', NR'C(O)OR !, NHC(O)NH,,
NHC(ONHR', NHC(O)N(R "), NR'C(O)NHR', NR'C(ON(R Y. SO.NH;, SO,NHR,
SO,N(R),, NHSO.R!, NRISO,R!, NHSO,NHR' NHSON(R N, NRISO,NHR!,

NR'SO.N(R '), C(O)NHNOH, C(O)NHNOR', C(OINHSO,R!, C(NH)NH,, C(NH)NHR,
CINHIN(R '), NHSO.NHR!, NHSO,N(CH3)R', N(CH3)SO,N(CH3)R, F, C, Br, I, CN, NOg N,
OH, C(OYH, CHNOH, CH{NOCHS,), CF;, C(OYOH, C(O)NH, or C(O)OR™; and

Y'is H, CN, NO,, C(O)OH, F, CL, Br, I, CFs, OCFs, CF.CFs, OCR,CF,, RV ORY
CORY, COIORY, SRV, SG.RY, NH,, NHR', N(R'), NHC(O)RY, C(OINH,, C(O)NHR',
CIOVN(R o, NHS(OIR or NHSO.R'; or



R'is RE R R or R,

R is cycloalkyl, cycloalkenyl or cycloalkynyl;

R’ is phenyl, which is unfused or fused with benzene, heteroarene or R*; R* is
cyvcloalkane or heterocycloalkane;

R’ is heteroaryl, which is unfused or fused with benzene, heteroarene or R*; R* i
cycicalkane or heterocycloalkane; |

R is eycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which 1s
unfused or fused :with benzene, heteroarene or R*; R** is cycloalkane, cycloalkene,
heterocycloalkane or heterocyeloalkene; |

R’ is alkyl, alkenyl, or alkynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R® R”, OR”, SR”, S(O)R’, SO,R”, NHR',
NR N, COWR, CLOINH,, COWNHR?, CIONR ), NHC(O)R”, NR'C(O)R”, NHSO,R’,
NHC(O)OR, SO:NH,, SO-NHR, SO,N(R),, NHC(O)NH,, NHC(O)NHR,
NHC(O)CH{CH3)NHC(O)CH{CH3)NH,, NHC(O)CH{CH:)NHC(O)CH(CH;)NHR ', OH, (0},
C(O)OH, N3, CN, NH,, CFs, CFCFy, F, Cl, Brand I

R%is C,-Cs-spiroalkyl, each of which is unsubstituted or substitated with OH, (O), Na,
CN, CF;, CFoCFs, F, C}, Br, L, NH,, NH(CH;) or N(CH; ),

R7is R%, R, R or R,

RYis phenyl, which is unfused or fused with benzene, heteroarene or R®; R™ is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R%1is heteroaryl, which is unfused or fused with benzene, heteroarene or R™; R* is
cycloalkane, cycioalkene, heterocycloalkane or heterocycloalkene;

R"is eyeloalkyl, eycloalkenyl, heterocycloalkyl or heterocycloalkeny! each of which 1s

10A, 1 10A - .
" R7 s cycloalkane, cycloalkene,

mnfused or fused with benzene, heteroarene or R
heterocycloalkane or heterocveloalkene;

R is alkyl, alkenyl, or alkynyl, each of which is unsubstituted or substituted with one or
two or three substituents independently selected from R¥ OR"™ sSR! S(O)Rw, SC.RY,
CIOR', COOIRY, OC(OR", OC(CYORY, NHa, NHR Y, N(R'),, NHC(O)R'?, NRI*C(OR?

NHS(ORRY?, NR¥S(ORR ", NHC(O)OR™, NR*C(0)OR"?, NHC(O)NH,, NHC(O)NHRY,

>
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NHC(ONR ), NRZC(OJNHR %, NR *C(O)N(R )z, C(O)NH,, C(O)NHR™, C(OIN(R ),
C(O)NHOH, C(O)NHOR", C(O)NHSO.R', C(ONRMSO,R ™, SO-NH,, SO,NHR™,
SON(R ), C(O)E, C(O)OH, CININH,, CININHR', CIN)N(R '3}, CNOH, CNOCHs, OH, (0},
CN, N3, NO,, CFs, CE,CFs, OCF;, OCF,CFs, F, Cl, Brand [;
RPisRE RM RE or R
R* is phenyl, which is unfused or fused with benzene, heteroarene or R4 R4 is

cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;
| RMis heteroaryl, which is unfused or fused with benzene, heteroarene or R’ R™* is
cycloalkane, cycloalkene, heterocycloalkane or heteracycloalkene;

R¥is cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene, each of which is
unfused or fused with benzene, hatercarene or R R is cycloalkane, cycioalkene,
heterocycloalkane or heterocyclealkene;

R¥is atlyl, alkenyl or allcynyi;

RVis R R R® or R

R is phenyl, which is unfused or fused with benzene, heteroarene or R'%: R'*4 ig
cyveloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

RYis heteroaryl, which is unfused or fused with benzene, hetercarene or R1%4; R is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R” is cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl each of which is

204 ;
i5 cycloalkanc, oycloalkene,

unfused or fused with benzene, heteroarene or RP™% R
heterocycloalkane or heterocveloalkene;

R* is alkyl, alkenyl, or alkynyl, each of which is unsubstituted or substitated with one or
two or three substituents independently selected from R*™ , OR™, SR™, S(O)R™, SOR™,
C(OR™, CO(O)R, OC(O)RP, OT(OYOR, NI, NHR™, N(R*),, NHC(OR™, NR*C(ORZ,
NHS(O)R™, NR7S(0}R™, NHC(O)OR™, NR*C(0)OR™, NHC(O)NH,, NHC(O)NHRZ,
NHC(OINR™);, NR*C(O)NHR™, NRZC(O)N(R™),, C{O)NH,, C(OINHR™, C(OIN(RD),,
C(OYNHOH, C(OWNHOR™, C(OINHSO,RY, C{ONR¥SO,R?, SO,NH,, SO,NHRZ,
SON(R™), CLOMH, C(OYOH, CIN)NH,, CININHR?, CIN)N(R*),, CNOH, CNOCH;, OH, (0},
CN, N3, NO,, CFs, CF,CF3, OCFs, OCF,CFs, F, Cl, Brand I
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RZis R®, R* or R®;

R* is phenyl, which is unfused or fused with benzene, heteroarene or R74 R® 15
cycloalkane, cvcloalkene, heterocycloalkane or heterocycloalkene;

R* is heteroarene, which is unfused or fused with benzene, heteroarene or R¥A; R* 55
cvcloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R* is eycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl each of which is |
unfused or fused with benzene, hetercarene or RZSA; R*®4 s cycioalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

7' s Rzg, R* or R*:

Lis R, ORY, SRY, S(OIRY, SO.RY, CLORY, CO(OIRY, OC(OIRY, OC(OYOR,
NHR®, C(O)NH, C(OINRY, C{OINHOR®’, C(OYNHSO,R™, SO;NH, SO,NHR™, CIN)NH, or
CON)NHRY;

R* is phenyiene, which is unfused or fused with benzene, heteroarene or R#4 R*A g
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;,

R is heteroarylene, which is unfused or fused with benzene or hetercarene or R4 RPA
is cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R¥ is eycloalicylene, cycloalkenyiene, heterocycloalkylene or heterocycloalkenyiene,

S o . 30A, 1, 30A
each of which is unfused or fused with benzene, heteroarene or R R (

is cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene;

R¥is a bond or B

R ig alicylene, alkenylene, or alkynylene, each of which is unsubstituted or substituted
with one or two or three substituents independently selected from R ORE, SRE, S(O)RBTB,
SO,RYE, C(OIRY™®, COOR™E, OC(O)R*™E, OC(O)OR™®, NH,, NHR™, N(R*P),,
NHC(ORYE, NR7EC(OR?™, NHS(0)RY, NR¥BS(0),R*7F, NHC(O)OR™,
NR¥EC(O)ORY™E, NHC(OYNH,, NHC(OYNHRY?, NHC(O)N(R ), NR*7PC(O)NHR™,
NRFBCIOINR YR, CIOINH,, C(OINHR™, CONR™), C(OINHOH, C(O)NHOR™,
CLOINHSO.RYE, CIOMNRPSORYE, SONH,, SONHR®, SONR™™),, C(O)H, C(O)OH,
CN)NH,, CONNHR S, CININ(R?™),, CNOH, CNOCH;, OH, (0), CN, N3, NO;, CFs, CF,CFs,
OCF3, OCF.CF3, F, Cl, Br and;
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R¥ is alkyl, alkenyl, alkynyl, phenyl, heteroaryl, eycloalkyl, cycloatkenyl,
heterocycloalkyl, or heterocycloalkenyl;

Z%is R*® R¥ or R,

R*is phenyl, which is unfused or fused with benzene, heteroarene or R¥A RIBA i
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R* is heteroaryl, which is unfused or fused with benzene, heteroarene or R*4: 7 is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R* s cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which is

404 R-d 0A -

unfused or fused with benzene, hetercarene or R 18 cycloalkane, cycloalkene,

heterocyeloalkane or heterocycloalkene;

wherein R’ is selected from R, OR™, SR, S(ORY, SO.R™, CLOR™, COOR™,
OC(OIRY, OC(OYOR™, NHa, NHR™, N(R*M,, NHC(ORY, NR*COR™,

NHS(ORR™, NR¥S(01-RY, NHC(O)OR™, NRC(OYOR™, NHC(O)NH,, NHC(OYNHR™,
NHC(OWNR™),, NR*°C(O)NHR™, NR®C(O)N(R*),, CIOINH,, CIOWHR®, C(OINR™),
C{OYNHOH, C(O)NHOR™, C(OYNHSO.R™, C(ONR*S0,RY, SONH,, SO,NHRY,
SO,N(R™Y,, C(OVH, C(O)OH, C(NINH,, CININHR™, CONONR™),, CNOH, CNOCHS, OH, (0),
CN, N3, NO,, CFs, CE,CF3, OCF;, OCF.CF3, F, C, Brand I;

R¥ g RSI, RSZ, 25 or R54;

R is phenyl, which is unfused or fused with benzene, heteroarene or ROV R gs
cycloalkane, cycloalkene, heterocycloalkane or heteroeydioalkene;

R¥ is heteroaryl, which is unfused or fused with benzene, heteroarene or R**; R** is
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R¥ is cvcloalkyl, cycloalkenyl, heterocycloallcyl or heterocycloalkenyl, each of which is
unfused or fused with benzene, heteroarene or R*; R™* is eyeloalkane, cvcloalkene,
heterocycloalkane or heterocycloalkene;

R™ is alikevl, alkenyl, or alkynyl, each of which is unsubstituted or substitated with one or
two or three substituents independently selected from R¥, OR™, SR™, S(OIRT, SO,R,
C(OIR®, CO(OIR™, OC(OIR™, OC(C)OR™ NH,, NHR™, N(R*),, NHC(O)R®®, NR* C(OIR™,
NHS(O)RR™, NR¥®S(0),R¥, NHC(O)OR, NR*¥C(O)YOR”, NHC(O)NH,, NHC(O)NHR,
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NHC(ON(R*),, NR¥C(O)NHR®:, NR*¥C(OYN(R*}),, CIO)NH,, C(OINHR, C(OIN(R>,
C{O)NHOH, C(ONHOR™, C(O)NHSO.R”, C(ONR*SO.R™, 8O,NH,, SO-NHR™,
SON(R™),, C(O)H, CO)OH, CININH,, CINYINHR™, CININ(R™),, CNOH, CNOCH3, OH, (0),
CN, N3, NOs, CFs, CF2CF3, OCF3, OCF,CFs, F, Cl, Brand §;

. R is alkyl, alkenyl, alkynyl, phenyl, heteroaryl, cveloalkyl, cycloalkenyl,
heterocycloalkyl or heterocycioalkenyl;

wherein each foregoing cyclic moiety is independently unsubstituted, substituted or

further substituted with one or two or three or four or five substituents selected from RST’A, R,
ORY, SR, SIOIRY, SO.R, CLORY, CO(ORY, OC(OIRY, OC(OIOR™, NHa, NHR™,
NR>),, NHCOR, NRICOIRY, NHS(ORR 7, NRYS(0)L,R”, NHC(OYOR,
NRYC(0)OR®, NHC(O)NH,, NHC(O)NHRY, NHC(OWN(R ), NRTC(ONHR,
NRYC(OIN(R ), CLOYNH,, CIOINHR, C(OIN(R"),, C(OINHOH, C(O)NHORY,
C(OYNHSO,R”, C{OINRSOR®, SONH,, SONHRY, SO,N(R),, C(O)H, C(O)OH,
CNYNH,, CONINHR®, CININ(R™),, CNOE, CNOCH;, OH, (0), CN, N3, NO», CF3, CF,CFs,
OCF,, OCF,CF, F, Cl, Brand I;

R is spirocyclyl;

R 35 RS R RS or RY

R* is phenyl, which is unfused or fused with benzene, hetercarene or R4, R84 4
cycloalkane, cycloalkene, heterocycioalkane or heterocycloalkene;

1™ is hetercaryl, which is unfused or fused with benzene, hetercarene or R R is
cycioalkane, cycloalkene, heterocycloalkane or heterocycloalkene;

R% 15 cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, each of which is

604, 15 60A - ’
s B is eycloalkane, cycioalkene,

unfused or fused with benzene, heteroarene or R
heterocycloalkane or heterocycloalkene;

R¥ is alkeyl, alkenyl, or alkynyl, cach of which is unsubstituted or substituted with one or
two or three substituents independently selecied from R™, OR¥, SR®, S(O)R®, SO,R®,
CIOR®, COOIRE, OCORY, OC(OYORY, NH,, NHR®, N(R%),, NHC(O)R®, NR“C(O)RE,
NHS(O};R%, NR#S(0),R%, NHC(OYOR®, NR™C(O)OR¥, NHC(O)NH,, NHC(O)NHR®,

NHC(OWN(R™),, NRECOINHRY, NRECONR D), CIONH,, CIONHR®, C(ONR ™),
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C(OYNHOH, C(O)NHOR®, C(O)NHSO.R®, C(ONR¥S0,R®, SO,NH,, SO.NHRY,
SO.N(R%,, C(O)H, C(0)OH, CININH,, CONINHRY, C(N)N(R®),, CNOH, CNOCH;, OF, (O),
CN, N3, NO,, CFy, CF2CFs, GCR3, OCF,CFs, F, CL, Br and I;

R i R63, R“, R or Ras;

R¥ s phenyl, which 1s unfused or fused with benzene, heteroarene or REA, R%A i
cycloalkane, cycloalkene, heterocveloalkane or heterocycloalkene;

R% ig heteroaryl, which is unfused or fused with benzene, heteroarene or RO, R &4 i
cycloalkane, cycloalkene, heterocycloalkane or heterocycloalkene; |

R is cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalkenyl, sach of which is
unfused or fused with benzene, heteroarene or R®4; R®* ig cycloalkane, cycloalkene,
heterocycioalkane or heterocycloalkene;

R% is alkyl, alkenyl or alkenyl, sach of which is unsubstituted or substituted with one or
two or three substituents independently selected from R®, ORY, SRY”, S(O)R, SO.RY,
CIOIRY, COORY, OC(OIRY, OC(OYORY, NHa, NHRY, N(R®),, NHC(O)RY, NREC(ORY,
NHS(ORRY, NRS(0),R®, NHC(O)ORY, NR¥C(OYORE, NHC(OWNH,, NHC(O)NHRY,
NHC(ONR ), NRTC(OINHR®", NRYCON(R), C(O)NHa, C(OINHRY, C(OIN(RY,,
C(O)NHOH, C(OINHORY, C{ONHSCRY, CIONRYSO,RY, $0O,NH,, SONHRY,
SONER),, CIOJH, C(OYOH, CININH,, CONNHR®, CININ(R )., CNOH, CNOCHS;, OH, (0),
CN, N3, NO3, CFs, CFoCFs, OCF;, OCF,CF;3, F, Cl, Br and | substituents;

RY 15 alkyl, ulkenyl, alkynyl, phenyl, heteroaryl, evcloalkyl, eycloalkenyl,
heterocycloalkyl or heterocycioalkenyl;

wherein the moieties represented by RSM, RSS, ng, Ré{}, R \ R64, R65, and R® are
unsubstituted or substituted with one or two or three or four substituents independently selected
from R® OR®, SR®, S(O)R®, SO.R®, CLORS, CO(ORY, OCIORY, OC(0)ORS, NH.,
NHR®®, N(R®),, NHC(OR®, NR¥*C(OR®, NHS(0}),R®, NR®¥S(0),R%* NHC(O)OR®®,
NREC(OOR®, NHC(OWNH,, NHC(OWHRY, NHC(ONR®,, NRECIONHR®,
NREC(OMN(RS®),, C(OINH,, C(OINHR®, CIOMNER®Y,, C(ONHOH, C(OWNHORY,
C(OYNHSO.R®, CIONR®ESO,RY SO,NH,, SCoNERY SONR®Y,, CIOIH, COIOH,



CN)NH,, COMNHR®, COONRY,, CNOH, CNOCHS, OH, (0), CN, N3, NOa, CF3, CF.CF,
OCF,, OCF,CF;, F, Cl, Br and [

R®3sR® R R™ or R™

R%is phenyl, which is unfesed or fused with benzene, heteroarsne or R***; R%* 15
cycloalkare, cvcloalkene, heterocycloalkane or heterocyceloalkene;

R s heteroarvl, which is unfused or fused with benzene, heteroarene or R4 R g
cycloalkare, cycloalkene, heterocycloalkane or heterocycloalkene;

R is eycloalkyl, cycloalkenyl, heterocycléaﬁcy] or heterocycloalkenyl, each of which 1s
unfused or fused with benzene, hetercarene or R R7H ig cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R™ s alkvl, alkenyl, or alkynyl, each of which 1s unsubstituted or substituted with one or
two or three substituents independently selected from R” OR™ SR”, S(O)R73, SO,R™,
COIR”, COOIR™, OC(OIRT, OC(OYOR™, NH,, NHR”, N(R™),, NHC(OR™, NRPCOR?,
NHS(ORR”, NRPS(0)R”, NHC(O)OR™, NRPC(OYOR ™, NHC(O)NH., NHC(O)NHR ™,
NHC(OIN(R ), NRPC(OWHR"”, NRPCIOIN(R ™), C(O)NH,, C{O)NHR™,

C(OIN(R™},, C(O)NHOH, C(OINHOR”, C(OWNHSO,R", C(OINRPSO,R™, SO,NH;, SO.NHR™,
SON(R™y,, C(OVH, C(OYOH, CONINH,, CONINHR ) CONINIR ™), CNOH, CNOCH;, OH, (0), CN,
Ns, NOy, CFs, CFoCFs, OCFs, OCF,CFs, F, CL Br and §;

R™ i alkyl, alkenyl, alkenyl, phenyl, heteroaryl, cycloallkyl, cycloalkenyl, heterocycloalkyl
or heterocycioalkenyl; and

the moieties represented by R, Rm, and R7! are unsubstituted or substitated with one or two
or three or four substifuents independently selected from NH,, C(O)NH,, C{OWHOH, SOQN}{L
C(OH, C{O)YOH, CON)NH,, OH, (0), CN, N3, NO,, CFy, CF,CF;, OCF;, OCF,CFs, F, Cl, Brand L



In one aspect, there is provided a composition for treating bladder cancer, brain cancer, breast
cancer, bone marrow cancer, cervical cancer, chronic lymphocytic leukemia, colorectal cancer,
esophageal cancer, hepatoceliular cancer, lymphoblastic leukemia, follicular lymphoma, a lymphoid
malignancy of T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer,
ovarian cancer, non-small cell lung cancer, prostate cancer, small ceil fung cancer or spleen cancer,
said composition comprising an excipient and a therapeutically effective amount of the compound or
therapeutically acceptable salt as defined herein,

In one aspect, there 1s provided the use of the compound or therapeutically acceptable salt as
defined herein for the manufacture of a medicament for treating bladder cancer, brain cancer, breast
cancer, bone marrow cancer, cervical cancer, chronic lymphocytic leukemia, colorectal cancer,
esophageal cancer, hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, a lymphoid
malignancy of T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer, ovarian
cancer, non-small cell lung cancer, prostate cancer, smali cell lung cancer or spleen cancer in a patient.

In one aspect, there is provided the use of the compound or therapeutically acceptable salt as
defined herein, and one additional therapeutic agent or more than one additional therapeutic agent, for the
manufacture of a medicament for treating bladder cancer, brain cancer, breast cancer, bone marrow
cancer, cervical cancer, chromic lymphocytic leukemia, colorectal cancer, esophageal cancer,
hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, a tymphoid malignancy of T-cell or
B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer, ovarian cancer, non-smal] cell

lung cancer, prostate cancer, small cell lung cancer or spleen cancer in a patient.
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One embodiment of this invention, therefore, pertains to compounds or
therapeutically acceptable salts, prodrugs or salts of prodrugs thereof, which are useful as
inhibitors of anti-apoptotic Bcl-2 proteins, the compounds having Formula I

ZZA

i \\I/
ZE\_ /Z%

Dl Al Bl

{_\‘1-—-—-[:\'1

D,

wherein
AlisN or C(A™);

A%isH, R, OR', SR', S(OIR', SO.R', CCOIRY, C(OYOR?, 0C(ORY, NHR' NR Y,
C(OINHR', C(ONR "), NHCOR', NRIC(O)R, NHC(O)OR, NRIC(OYOR!,
NHC(OYNH,, NHC(O)NHR', NHC(ON(R},, NR'C(OINHR ', NR'C(ONR ), SO,NH.,
SO.NHR', SON®R",, NHSO,R', NR'SO,RY, NHSO,NHR!, NHSO,N(R s,
NR'SO.NHR', NR'SO;N(R s, C(OINHNOH, C(O)NHNOR ', C(OYNHSO4R ', C(NH)NH,,
CONH)NHR ', CONHIN(R ), NHSO,NHR ", NHSO,N(CH3)R ', N(CH3)SO.N(CHy)R Y, B, I,
Br, I, CN, NO», N3, OH, C(O)H, CHNOH, CH(NOCH;), CFs, C(O)OH, C(O)NH; or
C(O)ORM

B'isH,R',0R, SR, SOR’, SOR', CLOIR}, CO)OR!, OC(OIR, NHR’, N(R '),
CIOWHR', C(OINR Y, NHC(O)RY, NR'C(OIR!, NHC(0)OR', NR'C(O)OR !,
NHC(O)NH,, NHC(O)NHR', NHC(O)N(R "), NR'C(ONHR ', NR'C(OINR Y)a, SO-NH,,
SONHR', SO.NR )., NHSOR', NR'SO,R!, NHSO,NHR', NHSO,N®R Y,
NR'SO.NHR', NR'SO,NR Y, C(OYNHNOH, C(O)NHNOR', C(O)NHSO,R !, CONH)NH,,
CONHYNHR', CONHIN(R "), NHSO.NHR ', NHSO,N(CH3)R |, N(CH3)SON(CH3)R |, F, Cl,
Br, I, CN, NO,, N3, OH, C(OYH, CHNOH, CH(NOCH;), CF3, C(O)OH, C(O)NH; or
C(OYOR™

D'isH, R, OR', SR', SCOR', SO-R', CCOR', C(O)ORY, OC(OR!, NHR', NR Y,
C(ONHR', C(OINR ", NHC(OR, NR ' C(O)R}, NHC(O)OR!, NR C(O)OR,
NHC(O)NHs, NHC(O)NHR ., NHC(OIN(R ), NRIC(OINHR |, NR ' C(OINR 1. SO.NHs,
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