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WHAT IS CLAIMED IS:

I A method for ameliorating or treating a paramyxovirus virus infection conyfrising

administering to a subject infected with the paramyxovirns virus an effective amghlint of a
combination of Compound {A) and one or more of Compound (B), or a pharmaceutighft acceptable
salt of any of the foregoing, wherein:

the Compound (A} has the structure:

wherein:

R! is selected from the group consigfog of H, an optionally substituted acyl, an
@]

RGO—II:ll

optionally substituted O-linked amingfacid and OR ;

R? is chioro or azido;

R' is selected from thyf group consisting of OH, -OC(=0)R™' and an optionally

RS Re2 9

Sy

5

R’ is independently absent, H,

HsC(H,C)i7 =07 ¥
(0]

and ;
R i an optionally substituted C o4 alkvl;
R™ is independently sclected from the group consisting of H, an optionally

substituted Ciy4 alkyl, an optionally substituted aryl, an optionally substituted —~0-Ci4
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R™ is sclected from the group consisting of H, an optionally supftituted Cy.o4 alkyl
and an optionally substituted aryl;
R and R™ are independently selected from the group congflting of H, an optionally
substituted Cj.24 alkyl and an optionally substituted aryl;
si1s(, 1,201 3;
tisQorl; and
7His O or S:
one or more of Compound (B) is selected fpfm the group consisting of an anti-RSV
antibody, a fusion protein inhibitor, an N-proteyf inhibitor, a RSV polymerase inhibitor, an
IMPDH inhibitor, an interferon and an othgf compound that inhibits the RSV virus, or a
pharmaceutically acceptable salt of any of he foregoing; and
the paramyxovirus virns infeglion is sclected from the group consisting of a
respiratory syncytial virus infectiondh parainfluenza virus infection and a metapneumovirus
infection.
2. A yoethod for ameliogfling or treating a paramyxovirus virus infection comprising
contacting a ccll infected with thgfaramyxovirus virus with an effective amount of a combination
of Compound (A} and onc or mfre of Compound (B}, or a pharmaceutical acceptable salt of any of
the foregoing, wherein:

the Compglind {A) has the structure:

(A),
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wherein:

I
ﬁ REO—FP
RGO—P—% | .
| OR
optionally substituted O-linked amino acid, OR” and ;

R” is chloro or azi do;
R’ is selocted from the group consisting of OH, ~OC(=AR™ and an optionally
substituted O-linked amino acid;

R* and R” are independently H or [
RG!  Rrez 9

Sy

R® and R’ is independently absen

z&/\/éo\/%siw

, . _
RY, RY and cach R are indepflidently absent or H;

ted qu alkyi;

HaC(H2C)

and

R™ is an optionaily substi
R™ is independently felected from the group consisting of H, an optionally
substituted Cio4 alkyl, an fptionally substituted aryl, an optionally substituted ~0-Cio4

stituted —O-aryl, an optionally substituted —O-heteroaryl, an

4

" 18 selected from the group consisting of H, an optionally substituted €54 alkyl

alkyl, an optionally s

and agfoptionally substituted aryl;
R" and RY are independently selected from the group consisting of H, an optionally
bstituted Cy.04 alky! and an optionally substituted arvl;

nmis 1 or2;

sis(), 1,20r3;
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tisQorl; and

Z'isOor S,

one or more of Compound (B} is selected from the group consisting of ar
antibody, a fusion protein inhubitor, an N-protein inhibitor, a RSV polymerasgfnhibitor, an
IMPDH inhibitor, an interferon and an other compound that inhibits the sV virus, or a
pharmaceutically acceptable salt of any of the foregoing; and

the paramyxoviras virus infection is selected from the gfbup consisting of a
respiratory syncytial virus infection, a parainfloenza virus infectiogfand a metapneamovirus
infection,
3. Use of an ¢ffective amount of a combination of Corgbound (A} and one or more of
Compound (B), or a pharmaceutical acceptable salt of any of thgfioregoing, in the preparation of a
medicament for ameliorating or treating a paramyxoviras virugfinfection wherein:

the Compound (A} has the structure:

(A),
wherein:

R' is selected fifn the group consisting of H, an optionally substituted acyl, an

il
i REO—F o— %
R%}—P—%
| OR? OR™
optionally sybstituted O-linked amino acid, OR” and m.

/s chioro or azido;
¥ ja selected from the group cousisting of OH, ~OC(=OR™ and an optionally
tituted O-linked amino acid;

R* and R’ are independently H or D;
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R® and R’ is independently absent, H,

HsC(H,C)i7 =07 ¥
O (0]
0 )k
%L/\/é \/9:8 A3

R® R’ and each R' are independently absent or H;

and ;

R s an optionally substituted Cyy4 alkyl;
R is independently selected from the group cofsisting of H, an optionally

substituted Cy.o4 alkyl, an optionally substituted aryl, apf optionally substituted —0-Cio4

o

ly substituted —O-heteroaryl, an

/ J
aaw=d
O
cyelvl, .,\,4/ and % O\'

2

alkyl, an optionally substitoted —O-aryl, an optiog

optionally substituted —O-monocyclic hete
RY is sclected from the group glnsisting of H, an optionally substituted Cy.p4 alkyl
and an optionally substituted aryl;
R and R™ are independgflily selected from the group consisting of H, an optionally
substituted Cj.24 alkyl and an oftionally substituted aryl;
mis | or2;
8is0, 1,2 0r 3;
tis G or 1; ang

ZHis O or

the paramyxovirus virus infection is sclected from the group consisting of a
spiratory syncytial virus infection, a parainfluenza virus infection and a metapneumoviras

infection.
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4, The method or use of any one of Claims 1-3, wherein the paramyxoviros yfus
infection is a respiratory syneytial virus infection,
S. The method or use of Claim 4, wherein the RSV is Type A.
6. The method or use of Claim 4, wherein the RSV is Type B.
7. The method or use of any one of Claims -3, wherein the paragfyxovirus virus
infection is a parainfluenza vires infection.
8. The method or use of any one of Claims [-3, wherein thgfparamyxovirgs virgs
infection is a metapoeumovirus infection,
9. The method or use of any one of Claims 1-8, whercin ogf or more of Compound (B)
is an anti-RSY antibody.
10, The method or use of Claim ¢, wherein the anti-PAV antibody is selected from the
group cousisting of
RSV-IGIV (RespiGam®)
palivizumab {Synagis®, a chimeric humgfized IgG monoclonal antibody) and
motavizumab (MED-524, humanizedfhonoclonal antibody).
1. The method or use of any one of Clliims 1-8, wherein one or more of Compound (B)
is a fusion protein inhibitor.
12, The method or use of Claim 1, wherein the fusion protein inhibttor is selected from
the group consisting of
{-cyclopropyl-3-{{1-{(4Mhydroxybutylbenzimidazol-2-ylimethyljimidazo{4,5-
clpyridin-2-one {(BMS-4334/ 1),
4,4"-bis~ {4,6-bigh 3-{bis~-carbamovimethyl-sulfamoyl}-phenylamine]-{1,3,5)triazin-
2-ylamino} ~-bipheny £ ,2"-disulfonic-acid (RFI-64 1),
4.4'-Bis{4 F-di]3-aminophenyl-N,N-bis(2-carbamoylethyl}-sulfonilimine-1,3,5-
triazine-2-ylamgfhol-biphenyl-2,2"-disulfonic acid, disodium salt {CL3&7626),
2-HA T -(2-aminoethy D-4-piperidinyifamino }-4-methyl- L H-benzimidazol-1-yi]-6-
roethyl-3yridinol (INJ-240806K),
2-f6-{{12-(3-Hydroxypropyl}-3-methylphenyl]amino jmethyl}-2-[[3-(morpholin-4-
yvifropyllaminoibenzimidazol- 1-ylmethyl}-6-methylpyridin-3-ofl (TMC-353121),
5,5"-bisf1-{{{5~amino- 1 H-tetrazolyhiminoymethyi}[2,2,4"-methylidynetrisphenol

(VP-14637. MDT-637),
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N-(2-hydroxyethyl}-4-methoxy-N-methyl-3-(6-methyl-[1.2 4 Jtriazolof3,4-
alphthalazin-3-vibenzencsuifonamide (P13),

221 - Z-aminoethylpiperidin-4-vljamino}-4-methyl- T H-benzo[ d]imidgf
yvihmethy-6-methylpyridin-3-0] (R170591),

1,4-bis(3-methylpyridin-4-y1)-1 4-diazepane {C15),

{R)-9b-{4-chlorophenyl)-1-(4-flucrobenzoyl}-2, 3-dihydro-1 H-
imidazo[ 1,21 2ipyrrolo]3,4-clpyridin-S{3bH)-one (BTAS981},

[2,2-bis{(docosyloxy-oxymethylpropyl-S-acetacanido-3,5-gldeoxy-4,7, 8, 9-tetra-O-
(sodium-oxysulfonyl}-D-glycero-D-galacto-2-nonulopyranosidjghate (MBX-300),
BTA-C286,
N-{2-({5}-2~5-((S }-3-aminopyrrolidin-1 -yh-6-meghyipyrazolof 1, 5-alpyrimidin-2-
yhpiperidine- 1 -carbonyl}-4~chlorophenymethancsul fghamide (GS-5806),
an anti-RSY nanobody and
a peptide fusion inhibitor,
or a pharmaceutically acceptable salt g any of the foregoing,.
13, The method or use of Claim 12, wirein peptide fusion inhibitor is selected from the
group consisting of:

a peptide having the sequegfee DEFDASISQVNEKINQSLAFIRKSDELL {T-67),

and

a peptide
FDASISQVNEKINQSLAL

14, The method or

having the sequence
QKSDELLHNYNAGKST (T-118).

- of any one of Claims 1-8, wherein one or more of Compound (B}

is an N-protein inhibitor,

15, The methgf or use of Claim 14, wherein the N-protein inhibitor is selected from the

of (8)-1-(2-fluorophenyl}-3-(2-ox0-5-phenyl-2, 3-dihydro-1H-

benzofe]{l 4ldiazegfn-3-yiprea (RSV-604), STP-92 (siRNA delivered through nanoparticle based

group consistis

delivery syste Sirnaomics) and iKT-041 (Ivhibikase), or a pharmaceutically acceptable salt

thercof.
ig The method or use of any one of Claims 1-&, wherein one or more of Compound (B)

is a RS polymerase inhibitor.

17, The method or use of Claim 16, wherein the RSV polymerase inhibitor is selected

m the group consisting of
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6-{4-[{biphenyl-2-vicarbonyhaminoibenzoyl} -N-cyclopropyl-5,6-dihy dro-4H-
thieno[3,2-d}{1]benzazepine-2-carboxamide (YM-53403),
N-cyclopropyl-5-(4-(2-(pyrrolidin-1 -vi}benzamidobenzoyt)-5,6,7,10-
tetrahydrobenzo{bleyclopental djazepine-9-carboxamide,
6-(4-(2-(2-oxa-7-azaspirof 3.5 nonan-7-yljnicotinamido ybenzoyl}-N-gfclopropyl-5,6-
dihydro-4H-benzo[bithieno|2,3-d}azepine-2-carboxamide,
d-amino-8-(3-{{2-(3 4-dimethoxyphenyhethyllaming ) propy)-f6-dimethyi-2-(4-
methyl-3-nitrophenyl)- 1 H-imidazo[4,3-h}-isoquinoline-7,9(6 H,sH fllione and
6-(4-(2-(2-oxa-7-azaspiro[ 3.5 nonan-7-yhnicotinamido)nzoyi)-N-cyclopropyl-5,6-
dihydro-4H-benzolbithieno[2,3-djazepine-2-carboxamide (AZ27),
or a pharmaceutically acceptable salt of any of the foregoing.
I8, The method or use of any one of Claims 1-8, whlerein one or more of Coropound (B)
is an IMPDH inhibitor.
19, The method or use of Claim 18, whercigfthe IMPDH inhibitor is selected from the
group cousisting of
ribavirin,
5-cthynyl-1-beta-D-ribofuranosyfimidazole-4-carboxamide (EICAR),
4-hydroxy-3-beta-D-ribofurgfosyipyrazole-S-carboxamide (pyrazofurin},
(2R, 3R, 45,5R)-3 4-dilyfdroxy-S-(thydroxymethyDtetrahy drofuran-2-y1)-1H-1,2 4~
triazole-3-carboximidamide {Yfribavirin, viramidine),
1,3, 4-thiadiazol-2-yyanamide (LY253963},
tetrahydrofuran-gfvil-3-(3-(3-methoxy-4-(oxazol-5-
yviphenyhureido)berfylcarbamate (VX-497),
(4E)-6-(4-Jydroxy-6-methoxy-7-methyl-3-0x0-1,3-dihydro-2-benzofuran-5-yl}-4-
methythex-4-cgbic acid (Mycophenolic acid) and
2-mgfpholin-4-viethyl-{E}-6-(4-hvdroxy-6-methoxy-7-methyl-3-0x0- 1H-2-~
henzofugh-5-yh-4-methythex-4-enoate (Mycophenotate Mofenl),
or a pharmaceutically acceptable salt of any of the foregoing.
The method or use of any one of Claims 1-&, wherein one or more of Compound (B)
rieron.

21, The method or use of Claim 20, whercin the interferon is a pegylated interferon.
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22, The method or use of any one of Claimos 20-21, wherein the jnterferon is a Ty

interferon.

23, The method or nse of Claim 22, wherein the Type 1 interferon is an alphaghiterferon
{IFN-a).

24,  The method or use of Claim 23, wherein the IFN-u is sclected Fom the group

consisting of Pegylated interferon-alpha-2a (PEGASYS®), Pegylated interfergh-alpha-2b (PEG-
INTRON®) and interferon alfacon-1 (INFERGEN®),

25, The method or use of any one of Claims 20-21, wherein g Type 1 interferon is a
beta~-interferon (IFN-§).

26. The method or use of any one of Claims 20-21, whegfein the interferon is a Type 2
interferon.

27. The method or use of any one of Claims 20-2J) wherein the interferon is a Type 3
interferon.

28, 'The method or use of Claim 27, whereinghic Tvpe 3 interferon is a lambda-interferon
(IFN-A).

29, The method or use of Claim 28, wifrein the IFN-A is pegylated interferon lambda.

30. The method or use of anv one of Claims 1-8, wherein one or more of Compound (B
o s

group consisting of

a double stranded BAA oligonucieotide,

an intratracheal formulation of recombinant human CC10 (CG-100),
high titer, hurvan immunoglobulin (RI-001, ADMA Biologics Inc.) and
a non-neutralizing mAb against the G protein (mAb 131-2G),

or a pharmaceutically acceptable salt of any of the foregoing.
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32, The wethod or use of Claim 31, wherein the double stranded RNA oligonucleotigf is
ALN-RSVOL or AEN-RSV(2.
33. The method or use of any one of Claims 1-&, wherein Compound (B) igfFormula

{B1) having the structure:

R4
\

N
AN
o~ )
N /Z\R5
Het//

of a stercoisomeric form thercof, whercin

Het is a heterocycle having formula (b), (¢}, (d) or (g

RID R R
Ib | Rl
R
~, X
AN
[ 5o Xy
X A
X N\ Rle N
}Lua R? Rl® R
ld le
}|{ R T
1d Rl®
T Y @ | D ©
/X\x/ 1/Y\ N
3
}|11 R ILIC R

cach X indepenggently is C or N; provided that at least one X is N;

R™ is presght when Het has formula (b) and X is C; each R is selected
independently frgfn the group consisting of H, halogen, C-Cs alkyl, C3-C5 cycloalkyl, Ci-Cq
alkyloxy, NGO, COR", CHNH,, CH,OH, CN, CENOH)NH, C(E=NOCH;)NH,,
C(=NHNY, CFr, OCFs, B(OH), and B{O-C1-Cy alkyl)y; R is absent when the X to which
it is boyfid is N,

R i (CRER%),-R I

cach R® is independently selected from the group consisting of H, Cy-Cs alkyl,

COOCH; and CONHSO,CH3;
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NH,, NHSO,N(C,-Cq  alkyly,, NHSO,NHCH;, NHSO(C-Cq alkyl), NHSOM 5-C,
cycloalkyl) and N{Ci-Cs alkvl}y;

cach R® and R are independently chosen from the group consisting g H, C1-Cro
alkyl and Cx-Cy cycloalkyl; or R® and R’ taken together form a 4 to 6 megfbered aliphatic
ring that optionally contains onc or more heteroatoms selected from the group consisting of
N, S and O

R'® s selected from the group consisting of H, R of , CN, F, CFH, CFs,
CONR'R®, COORY, CON(RYSO,R®, CON(RMSONERRY), NJR?, NR*COOR’, OCOR®,
O-Benzyl, NR*SOR®, SONRPR, SOuRY, OCONR'RY, GFONR'RY, NEROHCONRRY),
NRHCOOR™, and a 4 to 6 membered saturated ring contgaing one oxygen atom;

m is an integer from 2 fo 6;

R is selected from the group consisting g Ci-Cs alkyl, C3-Cr cyeloalkyl, phenyl,
pyridinyt and pyrazolyl; cach optionally subsgfited with one or more substituents cach
independently selected from the group consisghig of CFs, CHi, OCH;, OCF; and halogen;

R is selected from the group copfisting of phenyl, pyridiny! and pyrazolyl; each
optionally substituted with one or moyf substituents cach independently selected from the
group consisting of CFi, CHs, OClh, OCE; and halogen; or R s Cy-Co alkyl or O35
cycloalkyl; cach substituted withfne or more substituents each independently selected from
the group consisting of CF3, G, OCH;, OCF; and halogen;

R is present whenfet has formula (c);

each R is selegfed independently from the group consisting of H, halogen, C;-Cq
alkyl, C3-Cr eycloghiyl, Ci-Cs alkyloxy, N(R%, COR’™), CHNH, CH,OH, CN,
C(=NOH)NH,, CNOCH;)NH, C(=NHNH, CF;, OCF;, B(OH); and B{(O-C-Cs alkyl);

R¥* is felected from the group consisting of H, halogen, C;-Cs alkyl, C5-Cs
eycloalkyl, #i-Coallyloxy and COR™);

is {CRR)-R1™

R is sclected from the group consisting of OH, O(C,-Cy alkyl), NH,, NHSON(C,-
Ceflikyly,, NHSONHCH:, NHSO{C-Co alkyly, NHSOC5-C5 cyeloalkyly, N(Ci-Cy alkyl},,
ARR’ and NRR'™,

R'™ s selected from the group consisting of H, R'" OH, CN, F, CFH, CFs,
CENOHINE,, CONR'R®,  COOR®, CONRYSOR®, CONRHSONER'RY), NrR'R,
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NRsCOOR.g, OCORS, NRSSOZRQ, SOZNR.SR.Q, SO,R® and a 4 to 6 membered saturated fog
containing one oxygen atont,

RY is present when Het has formula (d) and X is C; each R' igfselected
independently from the group consisting of H, OH, halogen, Ci-Cg alkyl, Cs-{f cycloalkyl,
C-Cs alkyloxy, N(R%, CO®"), CH,NH, CH,0H, C(=NOHINH, YENOCH:NH;
C(=NH)NH,, CF;, OCF;, B(OH), and B(O-C,-Cg atkyl)s; R is absent wifen the X to which
it is bound s N;

R is selected from the group consisting of H, haloghn, C;-Cq alkyl, C5-C;
cycloalkyl, C-Cq alkyloxy, and CO(R'Y;

R s «(CRIR) R

R'™ s selected from the group consisting of Y. R, OH, CN, F, CFH, CFs,
CONR®R®,  COOR®, CONR®SOR’, CONRISZNER®RY, NRR®, WRPCOOR.,
OCORg,'NRgstRQ, SOZNRSRQ, SO,R® and a 4 to 6fhembered saturated ring containing one
oXygen atom,

gach Y independently is C or N;

R'® s present when Het has fgfola () and Y is € cach R is selected
independently from the group consistingf of H, halogen, C;-Cg alkyl, C4-C5 cycloalkyl, Ci-Cq
alkyloxy, N{R%,, CO®R’), CHMA. CH.OH, CN, C(E=NOHINH,, CENOCHNH,
C(ENHINHD, CFs, OCF;, BIOH)/fand B(O-C;-Cg alkyl)y; R'® is absent when the Y to which
it 18 bound s N;

R™ is selected fromffhe group consisting of H, hatogen, -(CR*R”),-R'", C=C-CH,-

CFH,CF;, COMR’R’, COOR®, CONRYSOR’, CONRYISONRMR"), NRR,
NRSCOORQ, g ,ORS, NRSSO;»,RQ, SO;_’NRSRQ, SO,R® and a 4 to 6 membered saturated ring
containing ghic oxygen atom;
is selected from the group consisting of tert-butyl, Het!, aryl, Het),
CH{CAXCF;), and Cs-Cy cyeloalkyl substituted with one or more substituents selected
frgft the group consisting of halo and C;-Cy alkyl;
aryl represents phenyl or naphthalenyl; said aryl optionally being substituted with
onc or more substitients cach independently selected from the group consisting of halo Cy-

Cy alkyloxy, C5-Cy alkyl, OH, CN, CF,H, CF3, CF:0, CONR'R’, COOR® CONRMSO,R,
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CONRYSONRRY), NR'R?, NR'COOR®’, OCOR®, NRPSO,R’SONRRY, SOAS,
OCONRR®, OCONR'™R, NR)CONR'R"), NERHCOORY™, or C-Cy alkyloxgl;-Cy
alkyloxy;

Het' represents a 4 to 6 membered saturated ring coutaining one N atopf, optionally
being substituted with one or more substituents cach independently selectedfirom the group
consisting of halo, C-Cy alkyloxy, SOQRg . C1-Cy alkylcarbonyl, CO{agh), (3()Itiet2, Ci-Cy
alkyloxycarbonyl, pyridinyl, CF;, SO;N(C-Cy alkyly, SONH(C;-Cylilkyl}, (C=0YNH{(C;-
Cq alkyh), (C=SYNH(C-Cy alkyl)y, Ci-Cy alkyl and Ci-Cy alkyl subsgliuted with one hydroxy;
or

Het' represents a 4 to 6 membered saturated ring congfining one O atom, substituted
with one or more substitoents each independently selectedfrom the group consisting of halo,
Ci-Cy alkvloxy, CFs, NH(C=0XC-Cy alkyly, (C=0)NPAC-Cy alkyl) and Ci-Cy alkyl; or Het
represents a bicyelic 7 to 11 membered non-aromgfitic heterocyele containing one or two
heteroatoms cach independently selected frogf the group consisting of G, § and N,
optionally substituted with one or more subgfituents cach independently selected from the
group consisting of halo, C-Cy alkyloxy BO.R®, C-Cy alleylearbonyl, CO(aryl), COHet’,
Ci-Cy  alkyioxycarbonyt, pyridinvl, LF;, SON{C-Cy alkyl)y,, SONH(C-Cy  alkyl),
(C=OINH{C-Cy alkyly, (C=SINH{GEC, alkyl), Ci-Cy alkyl and C-Cy alkyl substituted with
one hydroxy;

Het” represents a mongfyelic 5 to 6 membered aromatic heterocyele containing one
or more heteroatoms cach gMdependently selected from the group consisting of O, 8§ and N;
or a bicyvclic 8 to 12 myfinbered aromatic heterocyele containing one or more heteroatoms
cach independently sfiected from the group consisting of O, 8 and N; said Het? optionally
being substituted gith one or more substituents cach independently selected from the group
consisting of Yo, C-Cy alkyloxy, Ci-Cy alkyl, OH, CN, CFH, CF;, CONR'R’, COOR®,
CONRDSYIR®,  CONRMSONRIRY, NR'R’, NRPCOOR®, OCOR®, NRSO,R’,
SONR*Y, SO.RY, OCONRR?, OCONRVZ, N(RHCON(RR”), N(R*)COOR '

7 is C or N; R’ is present where Z is C, whereby R’ is sclected form the group
coffbisting of hydrogen, CF» and halogen: R is absent where 7 is N;

or a pharmaceutically acceptable addition salt or a solvate thereof.
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{B2) having the structure:

34, The method or use of any one of Claims 1-8, wherein Compound (B) s For

4 R®
R
N
X
o= |
N — Z
HetJ
a tautomer or a stereoisomeric form thereof, wherein

Het is a heterocycle having formula (a)

Rla

-

\

R2a
R"™is Broor Cl;
R™ s (CRPR,-R'
each R™ and R”™ are independently £hosen from the group consisting of H, Ci-Cyo
alkyl and Ca-Cy eycloalkyl; or R®™ and taken together form a 4 to 6 membered aliphatic
ring; wherein the 4 to 6 mombergll aliphatic ring optionally contains one or more
heteroatoms selected from the gro
R1® {5 selected from theflroup consisting of H, Ci-Cs alkyl, R', OH, CF;, CHF,, F,
Cl, SO.CHz, SO,C-Cr eyghbalkyl, NR¥SOR™, SO,NRPR™, NR¥*S0,C3-Cy eycloalkyl,
CN, NR¥™R™, COOH/ COOR™, CONR™R™, 0OCOC;-C¢ alkyl, CONRMSO,R™,

CONRBSONRY R,

consisting of N, § and O;

4 to & membered aliphatic ring and a 5 to 6 membered aromatic ring;
wherein the aliphayf or aromatic ring optionally contains one or more heteroatoms selected
from the group

1.
R 1s

nsisting of N, $ and O;

elected from the group consisting of Ci-Cy alkyl, C3-C5 cycloalkyl, phenyl,

pyridinyt ghd pyrazolyl; each substituted with one or more substitiients each independently

selectegltrom the group consisting of CFs, CH;, OCH;, OCF; and halogen;

n is an integer having a value from 1 to 6;

R’ is selected from the group consisting of (-Cg atkyl, C-Cg alkyloxy, CN, CF: and

halo;
R* is selected from the group consisting of hydrogen, tert-butyl, Ca-Cr eycloalkyl,

CH{CH)(CF3), C,-Cyo alkenyl, CHCFy, SO,CH:, -CHy-p-fluorephenyl, aryl, Het', Het” and
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Ca-Cy cycloalkyl substituted with one or more substituents selected from the gy
consisting of halo and C;-Cy alkyl;

aryl represents phenyl or naphthalenyl; said aryl optionally being substigfited with
one or more substituents each independently selected from the group consistingfof halo, Cy-
Cy alkyloxy, OH, CN, CFH, CF;, CONRY™R™ COOR®™ CZNR™SOR™,
CON(R™ISONERPR™)., NR¥MR™, NR™COOR™, OCOR™, NR¥SOAL™, SONR™R™
SO.R™, OCONRY™R™, OCONR™R'™, NR™CONR™R™), NR®WOOR'™, and C-C4
alkyl;

Het' represents a monocyclic 4 to 6 membered non-arogfatic heterocycle containing
one or two heteroatoms cach independently selected from thf group consisting of O, S and
N; or a bicvelic 7 to 11 membered non-aromatic hgfrocycle containing one or two
heteroatoms cach independently selected from the groyf consisting of O, S and N; said Het!
optionally being substituted with one or more subsiffucnts cach independently selected from
the group consisting of halo, C-Cs alkylgfy, SOR™  C-Cy alkyicarbonyl, Ci-Cy4
alkyloxycarbonyl, COaryl), COHet?, pyridfl, CFs, SOMN(C-Cy alkyl)s, SONH(C-Cy
atkyl), NH(C=0XC,-C, alkyl), (C=0NHY;-Cy alkyl), (C=SINBH(C,-Cy alkyl), C;-Cy alkyl
and ;-Cq alkyl substituted with one hygfoxy;

Het represents a monocyeligfS to 6 membered aromatic heterocycle containing one
or more heteroatoms cach indepgfidently selected from the group consisting of O, S and N;
or a bicyclic 8 to 12 membegfl aromatic heterocycle containing one or more heteroatoms
cach independently selectef from the group consisting of O, S and N; said Het” optionally
being substitated with gfe or more sebstituents each independently selected from the group
consisting of halofCi-Cy alkyloxy, OH, CN, CFH, CF;, CONR¥R™ COOR®,
CONR®™SO,R™? JCONRMSOMNRMR™)NR¥R™, NR®COOR™, OCOR™, NR™MSO,R™,
SONRPR™, oO.R™, OCONRMR™, OCONRMR™, NR*™CON(R™R™), N(R*COOR'™
and Ci-Cy afffyl;

18 selected from the group consisting of phenyl, pyridinyl and pyrazolyl; each

Cycloalkyl; each substituted with one or more substituents cach independently selected from
the group consisting of CF3, CH,, OCHs, OCF; and halogen;
Zis CHorN;
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or a pharmaceutically acceptable addition salt or a solvate thercof,
35.  The method or use of any one of Claims 1-8, wherein Compound (B) is ¥t

(B3} having the structore:

R* R®
\
N AN
o< |
N =7

a tautomer or a stereoisomeric form thereof, wherein

Het is a heterooycle having formula (b), (¢}, (d) or {c}

R1d
|
R1d /X\
e
R1d/ \X/
R1d

independently from the g

atkyloxy, N®R%, CHR"), CHNH,, CH,OH, CN, C(=NOH)NH, C(=NOCH;NH,

(HS0(Cs-Cr cycloalkyly and N(C~-Cs-alkyl)o;
cach R? and R’ arc independently chosen from the group consisting of H, C-Cy alkyl

and Cs-Cr oveloalkyl: or R® and R” taken together form a 4 to 6 membered aliphatic ring that
Y Y g I g
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R s selected from the group consisting of C1-Cy alkyl, Ca-ffi eveloalkyl, phenyi,
pyridinyt and pyrazolyl; cach optionally substituted with ovne opfmore substituents cach
independently sclected from the group consisting of CF;, CHs, QCH;:, OCF; and halogen;
R is selected from the group consisting of phenylfpyridinyl and pyrazolyl; each
optionally substituted with one or more substituents cacyfl independently selected from the
group consisting of CF3, CHs3, OCH;, OCF; and haloge,

or RY is C-Cy alkyl or C3-C; cycloalkyfl, cach substituted with one or more
substituents cach independently selected from ghe group consisting of CF;, CH;, OCH;,
OCF; and halogen;

n s an integer from 2 to 6;

R is present when Het has forgfila (c);

cach R is selected indepegfently from the group consisting of H, halogen, C-Cs
alkyl, Ci;~Cy cyeloalkyl, C-Cff alkyloxy, N(R.6)2, CO(R?“)” CHoNH,;, CHOH, CN,
C(=ENOHINH,, CENOCHONYL . C(=NH)NH,, CF4, OCFy, B(OH); and B{O-C-C galkyl),;

R is selected frgf the group consisting of H, halogen, C;-Cq alkyl, C3-C5

¢ is selected from the group consisting of H, R OH, CN, F, CFH, CFs,
NFHINH,, CONRPR®, COOR®, CONR’SOR®, CONRMSONER'RY), NRR’,
g C()O.Rg, OCORS, NRS'SOQRQ, SO;_;,N.RS.RQ, SO,R® and a 4 to 6 membered saturated ring
fontaining one oxygen atom;

R is present when Het has formula (d) and X is C; cach R' is selected

independently from the group consisting of H, OH, halogen, C-Cs alkyl, Cs5-Cy cycloatkyl,
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C-Cs alkyloxy, N(R%,, COR"), CHoNH,, CH,OH, CN, C(=NOHINH,, C(=ENOCH;)

it is bound is N,

RM i selected from the group counsisting of H, halogen, C;-Cs Mikyl, Ci3-C5
eycloalkyl, C1-Cs alkyloxy, and CO(R');

R is (CRRY),,-R'™;

R s selected from the group counsisting of H, R, OHJCN, F, CFH, CFs,
CONR*R?, COOR®, CONR®SO,R”, CON(RY)ISONR'RY), NR*B/ NR*COOR’, OCOR?,
NR®SO,R”, SONRRY, SO,R" and a 4 to 6 membered saturatedfing containing one oxygen
atont;

cach Y independently is C or N

R is present when Het has formula (¢) fad Y is C; each R is selected
independently from the group consisting of H, halogln, C,-Cs alkyl, Cs-C cycloalkyl, Ci-Cq
alkyloxy, N(R%,, COR"), CHNH, CH0Y CN, CENOHINH,, CENOCH)INH,
C(=NHINH,, CF;, OCF:, B(OH), and B(O-CfCs alkyl)z; R™ is absent when the Y to which
it is bound is N;

R™ is selected from the group ghnsisting of H, halogen, ~(CR*R"},-R'%, C=C-CH,-
R, C=C-R™ and C=C-R'™;

R'% is selected from the froup consisting of H, R CCs alkyloxy, OH, CN, F,
CFH, CF;, CONRR’, fOOR’, CONRYHSOR’, CONRYHSONERY, NrR'R’,
NRgCOORg, OCOR*, NR bRg, S();_;,N'.Rg.iig, SO,R" and a 4 to 6 membered saturated ring
containing one oxygen gom,

R’ is selectedfrom the group consisting of C1~Cs alkyl, Ci-Cs alkyloxy, CN, CF3 and
halogen;

R* is sgfccted from the group consisting of hydrogen, Ca-Cr cyeloalkyl, tert-butyl,
(mea&efLCHﬁTLCHHH%XC&LSOﬁH%pCHTpﬂwxqmmemyLHmiﬂazmd
C3-Cy offloalkyl substituted with one or more substituents selected from the group
consigfing of halo and C,-Cy alkyl;

aryl represents phenyl or naphthalenyl; said aryl optionally being substituted with

ne or more substituents cach independently selected from the group cousisting of halo, C;-

Calkyloxy, C;-Cialkyl, OH, CN, CFH, CF;, CONR’R’, COOR®, CON(RYSO,R’,
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{B4) having the structure:

OCONR'R’, OCONR'RY, N(RHCON(RR") and N(R®)COOR'?;

Het' represents a monocyelic 4 to 6 membered non-aromatic heterocyele
one or two heteroatoros cach independently selected from the group consistingfof O, S and
N; or a bicyclic 7 to 11 membered non-aromatic heterocycle containgfg one or two
heteroatoms cach independently selected from the group consisting of O and N; said Het'
optionally being substituted with one or more substituents each indepghidently selected from
nyl, COCaryl), COHet’,
atkyly,, SONH({C-Cy

INH(C;-Cy alkyly and Cp-Cy

\

the group counsisting of halo, C-Cy alkvloxy, SR, C-Cy alkylcar
Cy-Cy  alkyloxycarbonyl, pyridinyl, CF;,  SON(C-C
alky ) NH(C=0)C-Cy alkyl}, (C=O)NH{C;-Cs alkyl), (Csy
alkyl;

Het’ represents a monocyelic § to 6 memberedffiromatic heteroeyele containing one
or more heteroatoms cach independently sclected fgfm the group consisting of O, S and N;
or a bicyclic 8 to 12 membered aromatic heterg€ycle containing one or more heteroatoms
each independently selected from the group ghnsisting of O, S and N; said Het® optionally
being substituted with one or more substigfents cach independently selected from the group
consisting of halo, C;-Cy alkyloxy, Cyfils alkyl, OH, CN, CF;H, CF;, CONRV, C()ORS,
CONRMSOR",  CONRDSONGBR, NR'R”, NRPCOOR®, OCOR®, NRPSOR’,
SO,NRR’, SO,R%, OCONR'R”, CONR'RY, N(RYICON(R®R®) and N(R®COOR';

ZisCHorN;

or a pharmaceutica

36. The method or ;

f; acceptable addition salt or a solvate thereof.

e of any one of Claims 1-&, wherein Compound (B) is Formula

R4
\

N

AN

N /Z\R5
HetJ

or a stereoisomeric form thercof, wherein

Het is a heterocycele having formula (a)
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R"is Bror Cl;

R i -(CRPR),-R 0%,

cach R* and R”™ arc independently chosen from the group coffsisting of H, Ci-Cio
alkyl and C5-C; eycloalkyl: or R® and R™ taken together form a 446 6 membered aliphatic
ring; wherein the 4 to 6 moembercd aliphatic ring optiongffy contains one or more
heteroatoms selected from the group consisting of N, S and
s alkyl, R'', OH, CFs, CHF,, F,
Cl, SO,CH3, SO,C5-Cy eyeloalkyl, NR¥SOR™, SOMARMR™, NR¥S0,C;-C; eycloalkyl,
CN, NR®R™ COOH, COOR®, CONR¥R™JOCOC;-Cq alkyl, CONR™SO,R™

CONR™SO,NR*R™, a 4 to 6 membered aliphati

104 - - . i
R'™ is selected from the group consisting of H,

ing and a 5 to 6 membered aromatic ring;
wherein the aliphatic or aromatic ring optionglfy contains one or more heteroatoms selected
from the group consisting of N, S and O;

R is selocted from the group ghnsisting of Ci-Cs alkyl, Ci-C- cycloalkyl, phenyl,
pyridinyt and pyrazolyl; each substigficd with one or more substitients each independently
selected from the group consistingght CFs, CH;, OCH;, OCF; and halogen;

n is an integer having affalue from 1 to 6;

R* is selocted from (Y€ group consisting of tert-butyl, CH(CH;}CF3), aryl, Het', Het?
and C5-C; cycloalkyl sybstituted with one or more substituents selected from the group
cousisting of halo gfd C-Cy alkyl; aryl represents phenyl or naphthalenyl, said aryl

optionally being sybstituted with onc or more substituents cach independently sclected from

Het' represents a monocyelic 4 to 6 membered non-aromatic heterocyele containing
¢ or two heteroatoms each independently selected from the group consisting of O, S and
N; or a bieyelic 7 to | 1 non-aromatic heterocycle containing one or two heteroatorns each

independently selectod from the group consisting of O, S and N; said Het' optionally being
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3

substituted with one or more sobstituents cach independently selected from the g
consisting of halo, C;-Cy alkyloxy, SO,R™ C)-Cy alkylearbonyl, C;-Cy alkyloxycagbonyl,
COarvly, COHet?, pyridinyl, CFa, SON(C1-Cs alkyl)a, SONH(C-Cy alkyl), NHIEOYW C)-
Cy alkyl), (C=OWNH(C;-Cy allyl), (C=S)NH(C-Cy alkyly, C;-Cy alkyl andfi-Cy alkyl
substituted with one hydroxy;

Het” represents a monocyelic 5 to 6 membered aromatic heterocyffle containing one
or more heteroatoms each independently selected from the group congfisting of G, § and N;
or a bicyclic 8 to 12 membered aromatic heterocyele containing goe or more heteroatoms
cach independently sclected from the group consisting of O, SfAnd N; said Het” optionally
being substituted with one or more substituents cach indepegliently selected from the group
CF;, CONR™R™, COOR™,
“COOR™, OCOR™, NR¥SO:R™,

NERMCONERMR™), NR™COOR!'

cousisting of halo, C;-Cy alkvloxy, OH, CN, CF
CONRM™SOR™, CONR™SONR¥R™), NR¥R™,
SO,NR¥R™, SOR™, OCONR™R™, OCONR™R']
and C-Cqalkyl;

R s selected from the group consigfing of phenyl, pyridinyl and pyrazolyl; each
optionally substituted with one or more §

CF5 and halogen; or R is C1-Cs atkyl or C3-C-

pstituents each independently selected from the
group consisting of CF;, CHiz, OCH;,
cycloalkyl; cach substituted with ongfor more substituents each independently selected from
the group consisting of CFs, CH3fOCH;, OCF; and halogen;
Zis C or N; R is pyfent where Z is C, whereby R is selected from the group
consisting of hydrogen, CE/and halogen; R’ is absent where Z is N;

or a pharmaceutyfally acceptable addition salt or a solvate thereof.
37.  The method gF use of any one of Claims 1-8, wherein Compound (B) is Fornula

{B5) having the structure,

R\4 Rs
N X\ R5
R, '
o
R = X
1 N X N
\ S
Rs
R N
R, Rs

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stercochemically isomeric form thereot,
wherein:
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cach X independently is C or N;

Ry is selected from the group of H, halogen, Ci-Cy alkyl, Cs5-C5 cycloalkylfl-Cq
alkoxy, N{Rshp, CO(Rs), CH:NH,, CH;OH, CN, C(=NOHINH, CENOEHNH,,
C(=NH)NH;, CF3, OCF3, and B(OH),; B(O-C-Cs alkyl)s;

R; is selected from the group consisting of H, halogen, C;-Cg alkyl, (-C; cycloalkyl,
C1-Cq alkoxy, and CO(Ry);

Rs is -(CRsRo}a~Ryg;

Ry is selected from the group consisting of H, Ci-Cyp alkyl f05-Cr eycloalkyl, Co-Cio
alkenyl, S0,-Rg, CHCF3, SOCH; or a 4 to 6 membered sgfturated ring containing an
oxXygen atom;

Rs is present where X is O, and is selected fromgfhe group consisting of H, C;-Cq
alkyl, Cs-C; cvcloalkyl, Ci-Cs alkoxy, CO(R,), CF; angfoalogen; Rs is absent where X is N;

Rs 18 sclected from the group consistid of H, C-Cg alkyl, COOCH;, and
CONHSO,CH:;

Ry is selected from the group consistgfg of OH, O(C-Cs alkyly, NH,, NHSON(C-
Cg alkyl);, NHSONCH;, NHSO{Ci-Coglbikyly, NHSOC3-Cs cycloalkyly, and N(C-Cq
alkyl),, NRgRo, NRoRq;

nis an integer from 2 o 6;

Rg and Ry are cach indepghdently chosen from H, C,-Cyg alkyl, C3-Cy cycloalkyl or
Rg and Ry taken together forngh 4 to 6 membered aliphatic ring that optionally contains one
or more heteroatoms selecigli from the group N, 8, O

R is selected fgfm the group consisting of H, C-Cy alkyl, OH, ON, F, CF:H, CF;,
C(=NOHINH,, CQgARRsR;, COORs, CONRSORs, CON(RgISON{RiRg), NRgRs,
NRgCOOR,, OCOR, NRgSO,Ry, SO;NRzRy, SONRg or a 4 to 6 membered saturated ring

containing an ghvgen atom.
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38, The method or use of any one of Claims 1-8, wherein Compound (B) s For

{B6) having the structure:

R, Re

or a prodrug, N-oxide, addition salt, quaternary Amine, metal complex, or a
stercochemically isomeric form thereof,

wherein:

gach X independently is C or N; at lcast onc g

cach Y independently is C or N;

Ry s present when X = C and Ry is gflected from the group of H, halogen, C1-Cs
alkyl, C;-C; cycloalkyl, C-Cs alkoxyl N{Rs), CO{Rq), CH,NH,;, CH,0H, CN,
C(=NOH)NH, C{(=NOCH;)NH, C(E=NONH,, CFy, OCF;, and B(OH),; B(O-Ci-Cy alkyl)y;
Riis absent when X = N

Rz is (CRsRg)h-Ro;

R 18 sclected from thefroup consisting of H, C;-Cyo alkyl, C5-Cy cycloalkyl, Cp-Cyo
alkenyl, SO»-R7, CHoCFs opfa 4 1o 6 membered saturated ring containing an oxygen atont,

R is present whffre Y is C and is selected from the group consisting of H, C;-Cq
alkyl, C;-Cs cyeloalkgfl, Ci-Cy alkoxy, CO(R,), COO(R,), CF; and halogen,

Rs is sclgfted from the group consisting of H, C-Cy alkyl, COOCH;, and
CONHSO,CH,
gfsclected from the group consisting of OH, O{C;-Cs alkyly, NH,, NHSOoN(C;~
Ce alkylyf, NHSO,NHCH;, NHSO(C)-Cs alkyly, NHSO{Cs~-Cy eycloalkyl), and N(C,-Cy-

R~ and Ry are cach independently chosen from H, Ci-Cyy alkyl, Cz-Cs cycloalkyl or

; and Ry taken together form a 4 to 6 membered aliphatic ring that optionally contains a

heteroatom selected from the group N, S, O;
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Ry is selected from the group consisting of H, Ry, C-Cg alkyl, OH, ON, F, ClfH,
CF;, CONR;Rg, COOR,; CON(R)SORg, CON(R/ISONE/Rg), NR/Rg, NRGPHOR,
OCOR,,  O-Benzyl, NR,SORs, SO RsRs, SR, OGCONRSRg,  OCPHNRIRj,
N{R7CON(R,Rg}, N{RHCOOC; phtaliroido, 2-methyl-benzothiophene(!,1)di fide, or a 4
to 6 membered saturated ring containing an oxygen atom;

1 is an integer from 2 to 6;

Rig is selected from the group consisting of Ci-Cg alkyl, C5-¢ff cycloalkyl , phenyl,
pyridine or pyrazole, optionally substituted with one or more subgffiucnts selected from the
group comprising CFy, CH;, OCH;, OCF; or halogen.

39, The method or use of any one of Claims 1-8, whegfin Compound (B) is Formula
{B7} having the structore:

Ry

Rs
\ |
N Y~ . Rs
R Ny”
) Rz O=< I I
T | R
Xs R
R~ I N ®

or a prodrug, N-oxide, addyfion salt, quaternary amine, metal complex, or a
stercochemically isomeric form thgfof,

wherein:

gach X independentlyfls C or N with at least one X being N;

Ry is present whegf X = C and R selected from the group of H, OH, halogen, C;-Cq
alkyl, Cs-Cy cycloalky}f C;i-Cq alkory, NHy, CO(Ry), CHoNH,, CH,OH, ON, C(=NOH)NH;,
C(=NOCH)NH,, GFENHINH, CF;, OCF;, and B(OH}),; B(O-C-Cq alkyl);

R, is selgfied from the group consisting of H, halogen, C;-Cy alkyl, Cs-Cy cycloalkyl,
C1-Cy alkoxyfand CO(Ry);

Rz £ «(CRsRo}a-Ryg;

f. is sclected from the group consisting of H, Ci-Cye alkyl, CH,CFy; Cy-Cs
cyclfalkyl, Cr-Chp alkenyl, 8O,;-Re, or a 4 to 6 mombered saturated ring containing an
gy gen atom,

Rs is present where Y is C, and is selected from the group cousisting of H, C-Cs
alkyl, Cs-Cycycloalkyl, C-Cq alkoxy, CO(Ry), CFz and halogen;

R is absent where X is N;
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Rs is selected from the group consisting of H, C-Cs alkyl, COOGCH;,
CONHSO,CH;;

Ry is selected from the group consisting of OH, O(C-Ce alkyl), NH;, NHEO,N(C,-
Cs alkylp, N HSO;NHCH;, NHSO(C-Cg alkyl), NHSOC5-Cr cyeloalkyl},
alkyly:

1 is an integer from 2 to 6;

Rs and Ro are ¢ach independently chosen from H, Ci-Cyp alkyl, C1-Cr cycloalkyl or
Rs and Ry taken together form a 4 to 6 membered aliphatic ring fat optioually contains a
heteroatom selected from the group N, S, O;

Ry is selected from the group consisting of H, C-Cgalkyl, OH, ON, F, CFH, CF;,
CONRgRg, COORg, CONRSORy, CON(RSON(RsRA, NRgRy, NRCOOR,, OCORg,
NRgSORg, SONRgRg, SORs or a 4 1o 6 memberedfaturated ring containing an oxygen
atont.
49, The method or use of any onc of Clangf 1-8, wherein Compound (B) is Formula

{B&) having the structure:

R4

\

N Y. R
B

N AN
"
R4

s present when X = C and R,y is selected from the group of H, halogen, C-Cq
5-Cy o cyeloalkyl, C-Ce  alkoxy, N{Rsh, CO(Re), CHoNH,, CH,OH, CN,
C(=fOHINH,, C(=NOCH;)NH, C(=NH)NH,, CF;, OCF;, and B(OH),; B{O-C,-Cs alkyl)y;
is absent when X = N

R; is selected from the group consisting of H, halogen, -(CR7Rg}o~Ro, CEC-CH-Re

and C=C-Ro C=C-Ry;
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Rs 1s selected from the group consisting of H, C;-Cyp alkyl, C5-Cy eycloalkyl, C;
atkenyl, 8O,-R5, or a 4 to 6 membered saturated ring containing an oxygen atony,

R is present where Y is C and is selected from the group consisting o, C;-Ce
alkyl, C;-Cs cyeloalkyl, Ci-Cs alkoxy, CO(R5), CF3 and halogen,

Rs is sclected from the group consisting of H, Cy-Cg alkyl,
CONHSO,CHa;

Rs is selected from the group consisting of OH, O(C-Cs alkyf, NH,, NHSON(C;-
Ce alkyl),, NHSO,NHCH;, NHSO(C)-Cs alkyly, NHSO{Cs-Cr gfctoalkyl), and N(C,-Ce-
alkyl)y;

‘OOCH;, and

R~ and Ry arc cach independently chosen from H, CYCy alkyl, Cz-Cs cycloalkyl or

Ry and Ry taken together form a 4 to &6 membered aliphgfle ring that optionally contains at
least one heteroatom selected from the group N, 5, O

Ry is selected from the group consisting
cycloalkyl OH, N, F, CFH, CFy
CONRDISON(R5Rs), NR7Rg, NR,;COORg,

H, Ci-Cy alkyl, Ci-Cs alkoxy, Cs-C5
CONRsRg;, COOR,;,  CON{R/ISO:R,,
“OR7, NR7SOzRs, SO:NRsRg, SO:R7 or a 4
to 6 membered saturated ring containing agfoxygen atom;

1 is an integer from 2 to 6.
41, The method or use of any ghe of Claims 1-8, wherein Compound (B} is Formula

{B9) having the structure:

or gf prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a

stereochgfically isomeric form thereod,

wherein:

cach X independently is C or N

Ryis H;

R is sclected from the group consisting of Br and Cl;
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{B10) having the structure:

R, is selected from the group consisting of H, Cs-Cy cycloalkyl, C;-Cyy alkenyf
{(CReR7),-Ry, -CHy-p-Fluorophenyl, CH,CF; and -SO,CH3;

Rs is present where X is C, whereby each Rs is selected, each independegfily, from
the group consisting of H, Cy-Cyalkyl, C1-Cs alkoxy, halogen, and CN; Ry is abyfbot where X
is N;

R¢ and R are cach independently chosen from H and C-Cig alkyyf C:-Cr cycloalkyl;
or Ry and Ry taken together form a § to 6 membered aliphatic g aromatic ring that
optionally contains one or more heteroatoms selected from the groyf N, S, O;

Ry is sclected from the group consisting of H, OH, ¢y, CHF,, ¥, CI, S0,CH;,
80,50y cycloalkyl, NR¢SORg, SOC2ReR7, ReSOHCs-Cr cyfloalkyl, TN, NR¢R,, COOH,
COORs, CONRgR,, QCOC-Cs alkyl, CONRGSOR,, JCONH-Rg-SOHR; . CONH-Re-
SONRRICONRSONRGR,, phtalimido or a § to 6 ghemwbered aliphatic or aromatic ring
that optionally contains onc or more heteroatoms sejfeted from the group N, S, O

1 is an integer having a value from 1 to ©

42, The method or use of any one of Cfims 1-8, wherein Compound (B} is Formula

R \ R12
N
9
o—ﬁ/N R
\>—/ RER'

wherein

R', RPand Bf each independently represents H, C1-6 alky! or halogen;

R repregfuts H, ON, CHNH,, CHLNH(CH, ;3NH,, C(=NH)NH; or C(=NOH)NH:;

R’ rggfesents C1-6 alkyl; said C1-6 alkyl being optionally substituted with one or
more of € 13, CH;, CNor NRMR'® wherein RY represents H or C1-6 alkyl and R and R'®
indepegfiently represent H, C1-6 alkyl or C3-7 cycloalkyl; or the group -NRYR' together
repyfsents a 5 to 7 membered azacyclic ring optionally incorporating one further heteroatom
Aected from O, S and NR" whercin R" represents H or C1-6 alkyl;

RS, R’ R? and R’ cach independently represents CH, C-F, C-Cl, C-CF; or N;
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\

R represents aryl, heteroaryl, C3-7 cycloalkyl or C1-6 alkyl; said C1-6 alkyl or f3-
7 cycloalkyl being optionally substituted with one or more of aryl, C3-7 cycloalky
SR, halogen or NR'7R'®, wherein R'® represents H or C1-6 alkyt and R an

\

independently represents H, C1-6 alkyl or C3-7 cycloalkyl; or the group -NRJR' together

represents a S5 to 7 membered azacyclic ring optionally incorporating fic heteroatom
selected from O, S and NR” wherein R™ represents H or C1-6 alkyl; and
R and R" each independently represents H or C1-6 alkyl.

43, The method or use of any one of Claims 1-8, wherein Cghnpound (B) is Formula

0]
X
NS
X3 N
R4

or racemates, isomers and/or salts thereg

{B11} having the structure:

wherein:
Xy and X; arc independently scleghffd from CH and N whercin at least one of X and
Xois N;
R is optionally substitutedfand is selected from a carboceyclic, heterocyelic and
aroratic ring;
R, is selected from Cyfalkyl, haloC-zalkyl and Cy-jalkoxy; and
Rs is H or an optiogh! substituent.
44, The method orfse of any one of Claims 1-&, wherein Compound (B) is Formula

{B12) having the strocture:

R’l

H
>"“N o)
N / 3
N /\/\N /\/R
H
R’ o)
RY R
or an enantiomer or a salt thereof,

wherein:
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R! is ~{CH=CH)y.;~{(Cs or Cigarvl or -{({CH=CH)p1-5-, 6-, 9- or 10- mwembgfed
heteroaryl, said arvl or heteroaryl being optionally substituted with one, two off three
substituents, each independently selected from: (Cigalkyl optionally substigfied with
amino, halo, (Cy ghaloalkyl, bydroxy, (Cigjalkoxy, (Cigjalkylthio, nitro, gfido, cyvano,
amino {C gjalkylamino, d{Cig)alkylamino, aryl and heteroaryl;

R” is H, (Cy.)alkyl, hydroxy, halo, (C.othaloalkyl, amino, (Cy.syffkylamino. di({Cy
sralkyhamino, or {Cogalkynyl;

R> is {Cs, Crg or Cryaryl or 5-, 6-, 9- or [0-membered Yfieroaryvl, cach of which
being optionally substituted with one, two or three substituents #ach independently selected

from: {Cy-glalkyl, halo, (Cigthaloalkyl, hydroxy, (Cis)alkoyl, (Cig)alkyithio, nitro, amino,

dimethoxyphenyl, R" is CH; and R® is CH,
45.  The method or use of any one offlaims 1-8, wherein Compound (B) is Formula

{B13}) having the structure:

ical of formula

))L §
~~~~~ R2 )\ 2
N N~ NZ Sy—R
— or >~<
1 4
\ / ?‘,‘\( * //a
‘ 3 d’ a2—a3
R
{a) (b)
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from the group consisting of oxazolidine, thiazolidine, 1-oxo-thiazoligffe, 1,1-

dioxothiazolidine, morpholinyl, thiomorpholinyl, i-oxo-thiomogfholinyl, 1,1~
dioxothiomorpholinyl, hexahydrooxazepine, hexahydrothiazepigl, {-ox0-
hexahvdrothiazepine, 1,1-dioxo-hexahydrothiazepine, pyrrolidig piperiding,

homopiperidine, piperazine; wherein each of said heterocyle may beptionally substitnted
with one or two substituents selected from the group counsisting £ Cyealkyl, hydroxyCy.
salkyl, aminocarbonylCsalkyl, hydroxy, carboxyl, Cis alkylgfycarbonyl, aminocarbonyl,
mono- or di{Csatkyhaminocarbonyl, Cysalkylearbonylamigf, aminosulfonyl and mono- or
di{Cy galkyhaminosulfonyl;

Alk s Cygalkanediyl;

XisOorS;

-a'=a%-a’=a"- is a bivalent radical of forgfola -N=CH-CH=CH-, -CH=N-CH=CH-, -
CH=CH-N=CH- or ~CH=CH-CH=N-; wherejfl one of the nitrogen atoms bears the chemical
hond linking radical (b) with the rest of thgfmolecule;

R' is Ar or a heterocycle selectgl from pyridyl, pyrazinyl, pyridazinyl, pyrimidinyi,
furanyl, tetrahydrofuranyl, thienyl Myrrolyl, thiazolyl, oxazolyl, imidazolyl, isothiazolyl,
pyrazolyl, isoxazolyl, oxadiazolfi, quinolinyl, quinoxalinyl, benzofuranyl, benzothienyl,
benzimidazolyl, benzoxazoyft, benzothiazolvl, pyridopyridyl, naphthiridinyl, IH-
imidazo{4,5-blpyridinyl, 3fi-imidazo[4,5-b}- pyridinyl, imidazo[l,2-ajpyridinyl and 2 3-
dibydro-1,4-dioxino| 2,3 pyridyl; wherein each of said heterocycle may optionally be
substituted with 1, £, or 3 substituents each independently selected from the group
consisting of halgf hydroxy, amino, cvano, carboxyl, Cyealkyl, Ciealkyloxy, hydroxyCi.
salkyloxy, (Cyfabkyl-oxy)Cy salkyloxy, Cisalkylthio, CiealkyloxyCisalkyl, hydroxyCi
salkyl, monglor di{Cy salkylamino, mono-or di{Cy galkylaminoCy salkyl, polyhaloC; salkyi,
Ciealkylfarbonylamine, Ciealkyloxycarbonyl, aminocarbonyl, mono- and di- Cy
salky fminocarbonyl;

R’ s hyvdrogen, Cyealkyl, hydroxyCygalkyl, Cisalkyloxy(Cysalkyl, Ar-Cealkyloxy-

“1ealkyl, Caeycloalkyl, eyvano-Cygalkyl, Ar-Cygalkyl, Het-Cy galkyl;
R is hydrogen, Cyealkyl, cyano, aminocarbonyl, polyhaloC salkyl, Cosalkenyl or

Cogalkynyl;
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{B14) having the structure:

R is hydrogen or Cyealkyl;

gach Ar independently is phenyl or phenyl substituted with 1 to 5, such as 1, Z, 3 or

phenyl,  hydroxyCiealkyl, polyhaloCigalkyl, aminoCigalkyl, mor
salkyDaminoCy galkyl, Cjsalkyloxy, polyhaloCigalkyloxy, phenoxy, amiflocarbonyl, mono-
or di{Cisalkvlaminocarbonyl, hydroxyearbonyl, Cjsalkoxyearborgfi, Ciealkylcarbonyi,
amino sulfonyl, mono- and di(C;.salky - amimosulfonyl;

Het is a heterocyele selected from the group consigfing of pyridyl, pyrazinyl,
pyridazinyl, pyrimidinyl, iuranyl, tetrahydrofuranyl, thieny)f pyrrolyl, thiazolyl, oxazolyl,
imidazolyl, isothiazolyl, pyrazolyl, isoxazolyl, oxadifzolvl, quinolinyl, quinoxalinyl,
benzofuranyl, benzothicoyl, benzimidazolyl, benzoxgfolyl, benzothiazolyl, pyridopyridyl,

~YT

naphthiridinyl, {H-imidazo[4,5-blpyridinyl, 3Hmidazo[4,5-blpyridinyl, imidazo{l,2-

alpyridinyl and 2,3-dihydro-1,4-dioxino-{2,3-b]pgfridyl; wherein cach Het may be optionally
substituted with 1, 2 or 3 substituents cachfindependently selected from halo, hydroxy,
amino, mono- or di{C; calkyhamino, cvagf, Cisalkyl, hvdroxyCi galkyl, polvhaloCy galkyl,
Cyealkyloxy.

46.  The method or use of any ghe of Claims 1-8, wherein Compound (B} is Formula

1
G/ R R2b
llls \ R
QN
N RZB

or arodrug, N-oxide, addition salt, quaternary amine, metal complex, or a

stercochegfically isomeric form thereof,
vherein:
G 15 a direct bond or Ciiealkanedivl optionally substituted with one or more
stituents independently sclected from the group of substituents consisting of hydroxy,
Ci-satkyloxy, Ar' Crgalkyloxy,Crsatlylthio, Ar' Cy-salkylthio HOG-CHCHp-O)e, Cr-
salkyloxy(-CH»-CH-O)y- or Ar! Ci~galkyloxy(-CH;-CH;-On-;

cach nindependently is 1, 2, 3 or 4;
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R'is Ar' or a monoeyelic or bieyelic heterocyele being selected from piperidifil,
piperazinyl, pyridyl, pyrazinyl, pyridazinyl, pyrimidinyl, furanyl, tetrahydro- ffanyl,
thienyl, pynolyl, thiazolyl, oxazolyl, imidazolyl, isothiazolvl, pvrazolyl, yhxazolyl,
oxadiazolyl, quinolinyl, quinoxalinyl, benzofuranyl, benzothienyl, bepglimidazolyl,
benzoxazolyl, benzthiazolyl, pyridopyridyl, naphthiridinyl, 1H-imidazo[4,5-}ipyridinyl, 3H-
imidazo{4,5-blpyridinyl, imidazo{1,2-a}- pyridinyl, 2 3-dihydro-1.4-digkino][2,3-bipyridyl

or a radical of formula

5 vz

(CH2)m N/ (CH2)m (CHa)m
{c-1) {c-2) {c-3)
N
(CH2)p (CHo)p
[ ) 6 | o \° 2s
N (CHm Z
(c-4) (c-5)

(c-8)

wherein cach of said fhonocvyelic or bicvelic heterocycles may optionally be
substituted with 1 or where gossible more, such as 2, 3, 4 or 5, substituents independently
sclected from the group gff substituents consisting of halo, hydroxy, amino, cyano, carboxyl,
Ci-galkyl, Ci-salkyioyf, Ci-calkylthio, Cj-calkyloxyCi-ealkyl, Arl, ArlCl—salkyl, Ar'Cy-
callcyloxy, hydroxyl-saltkylmono-or di{Ci-galkyhamino, mono-or di{Ci~galkyhaminoCy-
salkyl, polyhalog@f~salkyl, Cj-salkylearbonylamino,C ~salkyl-SO-NR™-, Ar'-SO,-NR*-, C)-
salkyloxycarhfoyl, -C(=0}RNRYR™, HO(GCH-CHy-O)y,  halo(-CHp-CH-O),-, O
calkyloxy(fOH-CH-Oh . AT Cregalkyloxy(-CH-CH-O)y and  mono-or  di(C)-
salkyhgfino(-CH;-CH»-O)y~;

gach m independently is 1 or 2;

cach p independently is 1 or 2;

gach t independently 1s 0, 1 or 2;

Q is hydrogen, amino or mono- or di{C~alkyljamino;
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NR¥R™)sulfonyl, N(RPRY jearbonyl, Ci-salkyloxy, Arfoxy, Ar'Ci-salkyloxy,carfbxyl, C;-
salkyloxycarbonyl, or -C{=2)Ar"; and the other one of R™ and R™ is hydrogegfwherein =7
is =0, =CH-C(=0) -NR*R™, =CH,, =CH- Ci-salkyl, =N-OH or =N-O- Cysalkyl; and the
optional substituents on Ci-galkyl and Cy-¢ alkenyl can be the same ¢f can be different
relative to one another, and are cach independently selected from thgfroup of substituents
cousisting of hydroxy, cyano, halo, nitro, N(R¥R™), N(R*R®fulfonyl, Het, Ar%, C-
satkyloxy, Ci-galkyl-S{(=0}, Arzoxy, ArE-S(=O)t, Ar*Ci-gal OXY, AAI‘QCrsaﬁ(yLS(:O)t,
Het-oxy, Het-8(=0), HetCy-galkyloxy, HetCi-alkyvl-S(=0),

and ~C(=Z)Ar";

arboxyt, Cr-salkyloxycarbonyl
in case R* is different froro hydrogen then R £ hydrogen, Ci-salky] or halogen and
R is hydrogen;

in case R™ is different from hydrogen thgff R* is hydrogen, Ci-galky! or halogen and
R” is hydrogen;

R* and R™ can be the same or cagfbe different relative to one another, and are cach
independently selected from the grougfof substituents consisting of hydrogen, Cy-satkyl,
Ar'Ciea fovl, (_‘Ar?‘) {hydroxy) Cy~gal
calkyloxy)Ci-salkyl, {(hydrogfy C-galkyhoxyC-salkyl, AP'C -salkyloxy-Cy-galkyl,
dihydroxyCi-salkyl, (Ci-sallffloxy)(hydroxy)Ci-ealkyl, (Ar'Cj~ealkyloxyXhydroxy) Ci-

/1, Het-Ch-galkyl, hydroxyCi-salkyl, mono- and di-(C;-

salkyl, Arloxy-Ci-galkyl, (Ar'oxy)(hydroxy)-Ci-calkyl, aminoCi-salkyl, mono- and di{C;-

catkyhamino-Ci-salkyl, carboxyl- Ci-salkyl, Ci-gatkyloxycarbonylCi-salkyl,
mono- and di{ Cy~galkyhaminocarbonylCi-salkyl, Cy-

(Cy-salkyloxy-P(=0}-Ci-galkyl, (Cy-salkyloxypP(=0)-0-C)-

AFC kalkylsulfonyl, Ar?‘, Het, Het-sulfonyl, HetC~salkyisulfonyl;
R and R™ can be the same or can be different relative to one another, and are cach
dependently hydrogen or Ci~galkyl; or

R™ and R™" taken together may form a bivalent radical of formula -(CH;)s- wherein s

is 4 or 5;
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independently hydrogen or Cy~galkyl; or

R and R™ taken together may form a bivalent radical of formula (CHy)s-Mherein s
is 4 or 5;

R% s hydrogen, Ci-salkyl, Arl, Ar1C1-(,a,ll{y'l, Ci~galkylcarbonyl, Ar'g rbonyl, AT'C i
salkylearbonyl, Cr-catkyisutfonyl, Ar'sulfonyl, Ar'Ci-galkyisuifonyl, CiflkyloxyCi-galkyl,
aminoCi-salkvl, mono- or di{Ci~salkyhaminoCi-salkyl, hydroxyCAlkyl, {carboxyh)-C;-
calkyl, {(Ci-salkyloxycarbonyl}-Ci-galkyl, aminocarbonylCi-qallgfi, mono- and &(C)-
satkyDaminocarbonylCi-salkyl, aminosulfonyl-Cy-galkyl, mono- and di{Cy-
salkyljaminosulfonyl-Ci-salkyl, Het, Het-Ci-galkyl, Het-cgfoonyl, Het-sulfonyl, Het-Cy-
sallylcarbonyl;

R% s hydrogen, Ci~galkyl, Al or ArJCrsalky}'

R® is Cr-galkyl, Ar' or Ar'C-galkyl;

Ar' is phenyl or phenyl substituted with/l or more, such as 2, 3 or 4, substitucnts
selected from halo, hydroxy, Ci-ealkyl, bfdroxyCi-galkyl, polyhaloCi-galkyl, and ;-
calkyloxy;

Ar’ is phenyl, phenyl annclatedfith Cs-; cycloatkyl, or phenyl substituted with 1 or
more, such as 2, 3, 4 or 5, substituglis selected from halo, cyano, Ci~galkyl, Het-Cy-galkyl,
ArlCréalky]_, cyanoCi-galkvl, ¢i-s alkenyl, cyanoCj-salkenyl, R.(’b-O-C_;_‘salkmy}, Co-
salkynyl, cyanoCy-galkynyl, RY-O-Cygalkynyl, Ar', Het, R*-0-, R™-8-, R*.80-, R*-80,-,
Réb—()-Cl-mlkyi—SO;z-, ~N{J aRéb), polyhalo-Ci-galkyl, polvhaloCi-saltkyloxy, polvhaloC,.
ealkylthio, RE-CEORIRT-0-CE=0), -NRYRDY-CEOR, RO-0-Crigalkyl, R®-S-C,.
salkyl, R%-S(=0)-Chsalkyl, -NRPR®)- Cpgalkyl, R*-C(=0) -Cy ealkyl, R®-0-C(=0)-C-
calkyl, N(RPROVL(=0)-Calkyl, R®-C(=0)-NR® -, R®-C(=0) -0-, R®-C(=0) -NR®C,.
galkyl, R™-C(gh) ~0-Cyalkyl, NRPR™Y-8(=0)y-, HN-C(=NH)-:

fiuinolinyl, isoquinolinyl, benzodioxanyl, benzodioxolyl, indolinyl, indolyl, cach of said

heterocycle may optionally be substituted with oxo, amine, Ar', Cj-salkyl, aminoC,-salkyl,
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Ar'C iqalkyl, mono~  or  d{Ci-salkyhammoCi-galkyl, mono- or di{Ci-galkylanyh
{(hydroxyC-galkylyamino, and optionally further with onc or two Ci~salkyl radicals.
47, The method or use of any one of Claims 1-&, wherein Compound (B) i

{B15) having the strocture:

or a pharmaceutically acceptable salt or stereoisor
wherein:

R'is hydrogen or a Cpgalkyl;

R%is (1) amino(CHy s (2) amino(CH,)

sfluoromethyl{CHz) 6 {4) amino{CH M soxetanvi{CHz)is; (5} amino{CHs )i

Fdifluoromethvl{CH, b6, (3 amino{CH))

soxetanyl{CHo)og; or (6) pyrrolidin-3-yi, upfh
X 18 —0—, —5—, —S(=0) —, -S(Oyf—-, -CH)—, -CF)— or -NH-

ubstituted or 4-substituted by halogen; and

48.  The method or use of any gfe of Claims 1-8, wherein Compound (B) is Formula

{B16) having the structure:

R g3
/
N R’
7
A® N—A"
i p
N =
AZ/ S‘40
— R
RS

orfharmaceutically acceptable salts thereof,

herein

R'is hydrogen or halogen;

R is hydrogen or halogen;

R’ is azetidinyl; Crealkoxypyridinyl; Cygalkylsulfonyl-CyHae; carboxyeycloaliyl;

difluorocycloalkyl; 1,1-dioxo-tetrahydrothienyl; halopyridinyl; hydroxy-CyHye-; hydroxy-
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hydroxy-pyrrolidin-1-  yI-CyHay-;

unsubstituted or substituted by Cisalkyl, piperidinyl; oxo-piperidinyl;

CyHoy-,  hydroxy-C Hs-carbonyl,

R is Crealkyl or cycloalkyl;
R’ is hydrogen or halogen;
R’ is hydrogen or Cygalkyl;
Alis -N-or -CH;

A” §s -N-, -NO ot -CH;
A’ is -N- or -CH;
X is 1-6;
v is 2-6;
z is 0-6.

morpholinyl-CyHay~;  oxetanvl;  oxetasy

amino-C Hy~carbonyl  or trifluc

PCT/US2015/043402

methyl-  C.Ho-;
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49, The method or use of any one of Claims 1-8, wherein Compound (B} is Forgflila

{B17) having the structure:

Iz
\
\

Rz

or a pharmaceutically acceptable salt theyfot,

wherein:

A is aryl or heteroaryl;

By ois alkyl, alkoxy, haloallyf arvl, heteroaryl, heterocyelyl, cycloalkyl, said
heterocyelyl is optionally substitutgft by one to three substituents independently sclected
from the group consisting of Malo, hydroxyl, haloalkyl, alkoxy, alkyl, alkoxy-atkyi-
Jhwdroxyl-alkyls, CON, alky-NBE .; said arvl or heteroaryl is optionally substitnted by one to
three substituents indepengfntly selected froro the group consisting of halo, cyano, nitro,
hydroxyl, alkyl, alkoxyl alkyl-NH-, with the proviso that when A is aryl, Ry is not
unsubstituted aryl;

R; is hydrghen, atkyl, alkoxy, amino, altkyl-NH-, N, alkyl-SO,-, or halo;

R 1s hyflivogen, alkyl, heterocyclyl, heteroaryl, heteroaryl-alkyl-, or cycloalkyl, said
alkyl is optyfnally substituted by onc substituent selected from the group consisting of NH,-
C(O)-, Whio, hydroxyl, NH:-SOs-, alkoxy-alkyl-, heterocyelyl; aryl, hetercaryl, CN, alkyl-
NH-;

Ry is hydrogen, or alkyl; or haloalkyl;

R; and Ry taken together with the nitrogen atom to which they are attached
optionally form a 3~ to 7-membered ring;

Rs is hydrogen, alkyl, alkoxy, haloalkyl, or halo.
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{B18) having the structure:

50, The method or use of any one of Claims 1-8, wherein Compound (B) s For

R! :
R3 A ,’Y l“'-yz AN R
o
R? N \‘Yj"—Y“\Ys/ RS
XKO

Ar
or a pharmaceutically acceptable salt thereof,
wherein:
A Y is N, NHor CH, Y*is €, Y is Nor CRY, Y* £ N or C and Y* is N, NR? or CR”,
fdently N, NH or NR”; or

g 40 e 5. s
Lor CRY, YVis N or C, and Y¥ is N or

wherein at least two of Y1, Yz, Y, ¥4 and Y* are indej
Py Y'is N, NH or CH, YV is Nor C, V' is
NR?, wherein at least two of Y, Y2, Y7, ¥*and
&)Y is N, NH or CH, Y?is N or €
CR?, wherein at least two of Y1, Y2, ¥°,

are independently N, NH or NR”; or
s CRY, YYis Nor C, and Y7 is N, NRY or
and Y7 are independently N, NH or NR?;
the dashed bonds ---- are selgfted from single bonds and double bonds so as to
provide an aromatic ring system;
A is (CR'RM)- wherei
replaced with —O-, ~S-, -8(O)
nis3, 4, 50r6;

any one CR'RY of said -(CR'R").- may be optionally
NH or NRY

cachpis 1 or2;
Ar is a Co-ffe heterocyelyl group or a Ce-Coo aryl group, wherein the Cz-Cao
heterocyelyl groyflor the Ce-Cap ary] gronp is optionally substituted with 1 to 5 R

YR, -N(CHR™- or -NH-, or X is absent;

i H, -ORY, NRURY NRYCORY, -NRYCOYORY, -NRYCOINRR?, N3,
. -RMLSO),RY, NRYS(O)RY, -CEOMRY, -CEOWORY, -CEOINRTRY, -
SR, -S(O)(OR'), -SONR'RY, NRYS(O),(OR'), -NR'SO,NR''RY,

W CENRINRYRY, halogen, (C-Coalkyl, (Cp-Csialkenyl, (Co-Colalkynyl, arvi(Cy-
sajalkyl,  Ce-Con  aryl, Cp-Ch beterocyelyl, C-Ci  heterocyelvl{Ci-Celalkyl,  (Cs-
Cricyeloalkyl or {Cs-Creyeloalkyl(C-Cylalkyl;

R2is H, CN, NOy, halogen or (C;-Cyjalkyl;
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R” is H or {C-Cylalkyl;

R’ is H, -OR', -NRYRY, -NRVCORY, NRUCOYOR, -NR'C(OWNR''E
CN, NOz, -8R, -S{O)R?, -NR''S(O),R, -CEOR, -CEOORY, OOk
C=0)RY,  -S(O)(OR™), -SONR'RY, -NRYS(O),(OR™), -NRYSQAR''R,
NR“C(=NR“)NR“R12, halogen, (Ci-Cgalkyl, (Co-Cyjalkenyl, (Cy-Colajflynyi, arvi{C-
Cealkyl, C¢-Cyu aryl, Cp-Cy heterocyelyl, C,-Cyun  heterocyelyifl-Celalkyl, (Cs-
Cryeveloalkyl or (Ci-Creyeloalkyl(Ci-Cyalloyl;

R’ is H, -OR', (C-Cryalkyl, {Co-Colatkenyl, (Co-Colalkyghl, aryl(C,-Cglalkyl, Co-
Cyo aryl, Cr-Cyo heterocyelyl, Cr-Cyp heterocyelyl{Ci-Cylalkylf (Cs-Coyeyeloalkyl or (Cs-
Coeyeloalkyl{Ci-Cilalkyl;

each RY is independently H, -OR", -NRYR™, AR'COR", NRUC(OIORY, -
NR"C(OWNR'R", N3, CN, NOz, SRY, -S(O),R?, -NRJS(O),R?, -C(=0R", -C(=0)OR"", -
CE=OINRYRY, -CEOISRY, -S(O)(0RY), ASONRTRY,  NRUS(O)(OR',
NRUSONRRY, NRUCE=NR™MNRYRY, hafgen, (C)-Colalkyl, (Cp-Cylatkenyl, (Cp-
Celatkynvl, aryl(Ci-Cgjalkyl, Ce-Cpo aryi,
Cyralkyl, (C5-Chleyeloalkyl ot (Cx-Chleyelgfalky K Cy-Cayalkyl; and
AV (C-Coalkyl, (Cr-Calalkenyl, (Co-Colalkynyl,

P-Cop heterocyelyl, Co-Cop heterocyelyl(Cy-

cach RY is independently H, |
aryi(Ci-Cylalkyl, Ce-Top aryl, -y

Cryeycloalkyl or {Ca-Chyeyeloaligh(Ci-Cslalkyl;

o heterocyelyl, Uy heterocyelyl{Cr-Celalkyl, (Cs-

or two R” on adjacent farbon atoms, when taken together, may form a double bond
between the two carbons yf which they are attached or may form a (Cs-Cy)eycloalkyl ring

wherein one carbon atogf of said (Cs-Cricycloalkyl ring may be optionally replaced by -0,

Gily substituted Ce aryl ring;
or one R and one RY on the same carbon atom, when taken together, may form a
(C3-Creycloatkyl ring wherein one carbon atom of said (Ci-Crleycloatky! ring may be

optionally replaced by -O—, —8—, —S{O}p—, -NH- or -NR"~;
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CEOINRTRY, CEOIBRY, SSO)ORT),  -SONR'RY, NRVS(O)R
NRUSO,NR'RY, -NRUCENRMNRURY, halogen, (Cr-Calalkyl, (Cr-Cg)
Cayalkynyl, aryl{C-Cglalkyl, Ce-Cho arvl, Cy-Cyo heterooyelyl, Cp-Cyp
Ceralkyl, {C-Coyeycloalkyl or (C4-Cr)cycloalkyl{ Ci-Cyalkyl;

cach R” is independently H, -OR", (Ci-Coalkyl, (Co-Colaljfyt, (Cr-Coralkynyl,
aryl{ Ci-Colalkyl, Cs-Cop aryl, Co-Cop heterocyclyl, Cr-Coy heterglyely(Ci-Cyjalkyl, (Cs-
Cricyeloalkyl or {Cs-Crleveloalkyl{C-Cylalkyl;

cach R%is independently H, oxo, -ORM -NRURY, 2 CORY, -NR'C(OORY, -
NRUCHONRYRY, N, ON, NO;,, -SSR, -8{O)R?, -NR'MO),RY, -C=ORY, -CE=O0RM,
CEOINRVRY, SCE=0ISRY, SS(O)(0R'Y,  -SNR'RY, NRUS(O)(OR'), -
NRYSONRVTRY, -NRUCENRNRIRY, haloghh, (Ci-Cyatkyl, (C-Cylalkenyl, (Co-

Cteroeyelyl(Cy-

Cealkynyl, arvl{C-Colalkyl, Ce-Co arvl, Coflns heterocyclyl, Cp-Cy heterocyelykCi-
Celatkyl, (C5-Crieyeloalkyt or (Cr-Chricveloallfy { T -Ceatkyl;
or two R® on adjacent carbon gloms, when taken together, may form a (Cs-
Crieycloalkyl ring wherein one carbfn atom of said {Ci-Cojeyeloalkyl ring may be
optionally replaced by ~O-, -8, ~Sg}p—, ~NH-~ or ~NR"-;
or any R adjacent to thefbligate carbonyl group of said Ar, when taken together
with R, may form a bond or g (.CRSRS!)m- group wherein m is 1 or 2;

or any R’ adjacent £ the obligate carbony! group of said Ar, when taken together
with R? or R may form/ bond;

R’ is H, -OR/, NRYRY NRUMCORY, NRUCOORY, NRUCOWR'RY, N3,
CN, NGO, -SR'/SO)RY, -NR'S(O),R?, -C(=O0)R", -C(=0)OR", -C(=ONR''RY, -
CEOSRY, AOLORY),  -SONR'R,  NRVS(O),(OR"), -NR"SONR'RY,
NRUCENGNRYRY, halogen, (Ci-Colalkyl, (Cr-Colatkenyl, (Co-Cylalkynyi, aryl{C;-
Cyjalkylf Ce-Co arvl, Cp-Cy heterocyelyl, Ci-Ci  heterocyclyl{Ci-Cylalkyvl, (Cs-
Cricyfioalkyl or {Cs-Creveloalkyl{C-Cylalkyl;
RYis H, -OR'Y, -NRURY CNRVCORY, -NRUCOYORY, -NRVCOWNRR', N,
N, NOz, -SRYM) -S(O),R?, -NRVS(O),RY, -CEORY, -CEOOR!Y, -C=0)NRTRY, -
CEOIRY,  -S(O(0R"Y,  -SONR'R",  -NRS(O),(OR'),  -NRYSONR'R",
NRYCENRMNRYRY, halogen, (Ci-Cypalkyl, (Cr-Cglalkenyl, (Co-Colalkynyl, aryl{C;-
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A\l

Coalkyl, CeCoo aryl, Cp-Cy heterocyclyl, Cy-Cy  heterocyelyHCi-Colalkyl, Ys-
Coyeyeloalkyl or (Cs-Cheyeloalkyl{Ci-Cylalkyl;

RY i H, -ORY™, -NRYRY, NRCORY, -NRU'COORY, -NRUCIONBIRY, N,
CN, NOz, -8R, -S(O)R®, -NRUS(O),R’, -C(=O0)R", -C(=0)OR", -C(=gfNR'R", -
C(=0)8R",  -8(0),(OR"), -SONR'RY, NRUS(0)(OR'), -NR'HONR'RV, -
NRUCENRMNRYRY, halogen, (Cr-Coalkyl, (Co-Colalkenyl, (Co-Chlalkynyl, arvi(Ci-
Coyalkyl, CeCoo aryl, T heterocyclyl, Cp-Cho  heterocygffHC-Colalkyl, (s
Cryeycloalkyl or {Ca-Cryeyeloalkyl{Ci-Cglalkyl;

cach R® is independently (Ci-Cglalkyl, (Cy-Cophaloghfiyl, (Cr-Cilalkenyl, (Cy-
Cayalkynyl, aryl{C-Cglalkyl, Ce-Cro aryl, Cp-Cyy heterogflyl, Cp-Cyy heterocyclyl{Cy-
Cgyalkyl, (C3-Cryeveloalkyl or {C-Colevcloalkyl{Ci-Ceyalvl wherein any (C-Cglalkyl, (Cy-
Csibaloalkyl, (Cr-Clalkenyl or {Co-Celalkynyl of R optionally substitated with one or
morc OH, NH,, COH, C,-Cy heterocyelyl, and wifercin any aryli(Cy-Cglalkyl, Ce-Cyo aryl,
Cy-Cop heterocyelyl, (Ci-Cricveloalkyl or (Ci-Choyeloalkyl{(Cy-Celalkyl of R* is optionally
substituted with one or more ~OH, -NH,, COA, C2-Cap heterocyelyl or (C-Cyhalkyl;

cach R' or R is independently J, (Ci-Cylalkyl, (C-Calalkenyl, {(Co-Cypalkynyl,
aryli{ Ci-Cylalkyl, Ce-Coo aryl, Cu-Cop hgforocyelyl, (C-Coleycloalkyl, {Ch-Coleycloalkyl(Cy-
Coyalkyl, ~C=0)R" or -S(O)R"; orfvhen R' and R’ are attached to a nitrogen they may
optionally be taken together withfhe nitrogen to which they are both attached to form a 3 to
7 membered heterocyclic ringfwhercin any onc carbon atom of said heterocyelic ring can
optionally be replaced withffO—, ~S—, ~8(O)y~, ~NH-, ~NR*- or ~C(O};

RYis H or (C-(fhalkyl;

RM" s H, (Cfoalkyl, NRYRY, NRU'CORY, NRYCO)ORY, NRM'C(ONR!'RY,
NRS(O),R®, NFSOWOR) or NRSONR'R; and

whereigfeach (C-Cglatkyl, (Cy-Cilalkenyl, {Cr-Coialkynyl, aryli{Ci-Cilalkyl, Co-Cyo
arvl, Co-Cyf heterocyelyl, T heterocyelylCi-Colalkyl, (Csi-Creyeloalkyl or (Cs-
Crioycloflyl{Ci-Calalkyl of each R, R% RY, R, R RY RY R RY RS RO RS RY or RY s
indepgidently, optionally substituted with one or more oxo, halogen, hydroxy, —NH,, CN,
Nyf-N(R"), ~NHR?, -SH, -8R, -8(0),R", ~OR”, (C1-Cy)alkyl, (C;-Cy)haloalkyl, ~C(OIR",
'CIOH, ~CEOIORY, ~CEOIOH,  ~CEOINRY,,  ~CEOINHRY,  ~C(=0)NH,,
NHS(O)R", -NR*S(O),R", -NHC(O)R", —-NR'C{O)R", -NHC({O)YOR", -NR'C(OYOR", —
NRIC(OINHR®, -NR'C(OIN(RY,, ~NR'C(ONH,, ~-NHCONHR?, -NHC(OWN(RY,, ~
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{B19) having the structure:

NHC(O)NH,, =NH, =NOH, =NOR' -NR'S(O),NHR® —NR'S(O),N(R").
NRS(O),NH,, —NHS(O},NHR', —NHS(O),N(R");, —NHS(O)NH,, —~OC(=(,
OP(OWOH Y or R”,

51, The method or use of any one of Claims 1-8, wherein Compound (Bf is Fornula

e s /N\N/Y
R3 >_</L P

/L ’ |
Ar O

or a salt or ester thereof]
wherein:
A is (CRY)e wherein any one C(R

replaced with O, -8, ~8{()p—, NH or NRY,

fof said -(C{R*};),- may be optionally

nis 34, 50r6;
cachpis1or2,

Ar is a Cr-Cyp heterocyelyl group or a Ce-Coo aryl group, wherein the Cp-Cyo
[ group is optionally substituted with 1, 2, 3, 4 or 5 R%;
independently H, oxo, OR', NR'R™, NrR''C(OR",
RY N, ON, NOy, SRY S(0),R?, NRVS(O),RY, ~C(=01R",
~CEORY, ~CEORIRY, CEOBRY, SSO)ORMY), ~SONRRY,
NR"S(O)(0R"), NF'SO,NR'R?, NR'CENRNRYRY, halogen, (C-Coalkyl, (Co-
Cayalkenyl, (C)-Cyfalkynyl, arvl{C;-Cslalkyl, Ce-Cio aryl, C,-Cy heterocyelyl, {(Cs-

Creyeloalkyl o

heterocyelyl group or the Ce-Copa
b . 5 | .
cach R, R' or RO ig

NRVCOYORY, NRUIC(OIN

>4-Cgicarboeyclylalkyl;

or twgf R on adjacent carbon atoms, when taken together, may optionally form a
double bofd between the two carbouns to which they are attached or may form a (Cs-
Cricyelffalkyl ring wherein onc carbon atom of said (C3-Cojeyeloalkyl ring may be
optighally replaced by ~0O-, ~8~, ~8(OQ)p—, ~NH- or ~-NR"-;
or four R' on adjacent carbon atoms, when faken together, may optionally form an

optionally substituted Ce aryl ring;
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optionally replaced by ~O-, ~S-, ~S{O)p-, ~NH~ or ~NR"-;
or two R® on adjacent carbon atorus, when taken together, may optionallfform a (Cs-
Coyeycloalkyl ring wherein one carbon atom of said (Ci-Crieyeloalky

optionally replaced by ~O-—, ~8~, ~S{O)p—, ~NH~ or ~NR";

ring may be
gach R" is independently (C1-Cglalkyl, (Ci-Csihaloalkyl, AT-Colalkenyl, (Cr-
Cyyalkyoyl, aryl{Ci-Celalkyl, Co-Coo aryl, Co-Ch heterocvelyl, (fa-Crieveloalkyl or (Cy-
Cgicarbocyelylalkyl wherein any (Cy-Cglalkyl, (Cy-Corhaloabyfil, (C,-Celalkenyl or (C)-
Cylalkynyl of R" is optionally substituted with one or wfire OH, NH,, COH, C-Ch
heterocyelyl, and wherein any ary{Ci-Calalkyl, Co-Coff aryl, C-Coy heterocyelvl, (Cs-
Creyeloalkyl or {(Cs-Csjearbocyelylalkyl of R" is op
OH, NH;, COH, C-Cyp heterocyelyl or {C;-Cylallkoyf,

Ceyalkyl, (Cr-Celalkenyl, (Cy-Cglalkynyl,

Ainaily substituted with one or more

cach R' or R' is independently H, (C
arvi{Ci-Cryalkyl,  Co-Cn  aryl, G-
Cejearbocyelylalkyl, —CE=OIR?, —S(OfR’

heterocyelyl,  (Ci-Cyjeycloalkyl,  (Cy-

together with a nitrogen to which
heterocyelic ring wherein any one gfirbon atom of said heterocyelic ring can optionally be
replaced with —0—, —=85—, =S{O)p—

wherein cach (Ci-Colglyl, (Cr-Colalkenyl, (Cr-Cylalkynyl, aryl{Cy-Celalkyl, Cs-Cyo
aryl, Cp-Cyo heterocyeiyl, fs-Crleyeloalkyl or (Ci-Calearboeyelyialkyl of cach RS, R or
R' is, independently, opffionally substituted with one or more oxo, halogen, hydroxy, NH,,
CN, Na, N(R%),, NHJ, SH, SR, S{O)},R*, OR?, (Ci-Cylalkyl, (Ci-Celhaloalkyl, ~C(O)R®, —
C{OH, CEOYGPL, -C(=0)OH, —C(=0IN(R"), ~C{(=0)NHR", —-C(=0)NH,, NHS{O),R",
NR'S(O)R", AHCOIR®, NR'C(OR®, NHC(OYOR", NR'C(OYOR®, NR'C{ONHR’,
NRIUCOINGE,, NRCOINH,, NHC(OINHR®, NHC(OMW(RY,, NHC(O)NH,, =NH,
=NOR®,  NR'S(O}NHR", NR'S{O}N(R"), NR'S(O)NH;, NHS(O)NHR",
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and
a pharmaceutically acceptable salt or ester,
wherein:
A is «(CRN)u— wherein any one C(R') of sfld «(C(RM2)n- may be optionally
replaced with —O—, —S—, =8(O}),—, NH or NR7,
nis 3,4, 50r6;
cachpis or2,
Ar s a Cp-Cy heterocyelyl groupr a Ce-Cop aryl group, wherein the Cp-Cyo
heterocyelyl group or the Ce-Cag aryl groyf is optionally substituted with 1 to 5 R,
X is ~CRYRM™) -, “N(CH,R Y
Y is N or CR/;
cach RJ, RZ, RS, R’g, R R6, R or R®is independently H, oxo, OrM, NrR'RY,
NRUC(ORY, NRYCO0pf. NRUCOINRUR”, Nia ON, NGO, SRY, S(O),RY
NRUS(OLRY, ~CE=ORY[-CE=0)0RY | ~CE=OINRVRY, -CE0ISRY, -S(O),(0RM), -
SONRYRZ, -NRYS((OR'), NRMSONR'R, NRVCE=NRYNRYRY, halogen, (C)-

Colalkyl, (Co-Cylaligfnyl, (Co-Cojatkynyl, aryl(Ci-Codalkyl, Co-Cog aryl, Co-Cyo heterocyelyl,

—or X is absent;

(Cr-Cricyeloalkoyfor (Cs-Colearbocoyelylalkyl;

two Rfon adjacent carbon atorns, when taken together, may form a double bond
between thf two carbons to which they are attached or may form a (C3-Crjeycloalkyl ving
wherei

/S(0)p-, ~NH-or -NR*-;

ne carbon atom of said (C5-Cryeycloalkyl ring may be optionally replaced by —O—,

four RY on adjacent carbon atoms, when taken together, may form an optionally

substituted Cg aryl ring;
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(O, 8, =Sy, ~NH- or ~NR "
two R® on adjacent carbon atoms, when taken together, may frm a (Ci-
Coyeycloalkyl ring wherein one carbon atom of said (Ci-Crjeyeloalkyf ring may be
any R” adjacent to the obligate carbony! group of said Ar, whyft taken together with
R’, may form a bond or a {C(R))u group wherein m is | or 2;
any R adjacent to the obligate carbonyl group of said M when taken together with
R, may form a bond;
maloalkyl, (Co-Cglalkenvl, (Cp-

rocyelyl, (Ci-Coyeycloalkyl or (Cy-

cach R® is independently (Ci-Cgalkyl, (C-C
Colalkynvl, arvHC-Cylalkyl, Cs-Cop arvl, C-Cho hey
-Cgyhaloalkyl, (Cp-Cylalkenyl or (Cr-
one or more OH, NH,, COH, C)-Cy

Cyycarbocycelylatkyl wherein any {C-Cyjalkyl, |
Cglalkynyl of R is optionally substituted witgh

fivl, Ce-Coo arvl, Cr-Cu heterocyelyl, (Cs-

o

heterocyelyl, and wherein any arvi{(C;-Cylg

Creyeloalkyl or {(Co-Colearbocyclylalkyl ff R™ is optiovally substituted with one or more

OH, NH,, COH, C-Coo heterocyelyl o Ci-Cyalkyt;

ntly H, (Ci-Cslalkyl, (Co-Celalkenyl, (Co-Cslalkynyl,
Cr-Cop heterocyelyl, (Ci-Crjeveloalkyl,  (Cy-

Y. —S(O¥RE, or aryi(Cy-Csalkyl; or R'" and R taken together

cach R' or R™ is indepen
aryi{Ci-Colalkyl,  Co-Coo
Cg)earbocyelylatkyl, —C(=0O)K
with a nitrogen to which gy are both attached form a 3 to 7 membered heterocyclic ring
wherein any one carbogfltom of said heterocyelie ring can optionally be replaced with -0,
—S—, =8{OYp—, “NH—NR"- or ~C(O) —;

RPisHo (C,-Cgralkyl;

R"Y is P (C-Coalkyl, KRR NRUCOWR, NRYCOORY, NRUC(OINRRY,
NRS(O3,5/ -NRUS(O3(ORM) or NRSONRMRY: and
yhierein cach (C;-Cyyalkyl, (Cr-Celalkenvl, (Co-Colalkynyl, arvl{(Ci-Cyalkyl, Co-Con

fialogen, hydroxy, NH;, CN, N3, N{R™),, NHR", SH, SR”, S{O),R", OR", (C;-Cilalkyl, (Ci-
Cshaloalkyl, -C(OIR®, -C(OYH, -C(=O)OR®, -C(=0)0H, —~C(=OIN(RY),, -C(=ONHR", —
C(=0)NH,, NHS(O),RY, NR'S(O},R", NHC{O)IR", NR)C(O)R", NHC(O)OR®, NR'C(OIOR®,
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NRUC(O)NHRY, NRUC(ON(RY),, NRIC(ONH,, NHCOWNHR®, NHCOWH).,
NHC(OINH,, =NH, =NOH, =NOR', NR*S(0),NHR®, NRS(O),N(RY,, NR"S(
NHS(O)NHR®, NHS(O)NR ), NHS(O)NH,, ~OCEOR?, ~OP(ONOH, or R

53, The method or use of any one of Claims 1-8, wherein Compound (

R281
AN /\|)k

Rz 8y

is Formula

{B21) having the structure:

wherein:
A s selected from the group consisting of an opybmally substituted cycloatkyl, an
optionally substituted cycloalkenyl, an optionally subsgfiuted aryl, an optionally substituted
aryli{Cyo alkyl), an optionally substituted hetegfaryl and an optionally substituted
heterocyclyl;

Wis 0, 8, C=0, C=8, NR™, $=0, §(

Vis Nor CH;

)2 01 =CR™HRM)—

E is C or N; provided that when Jis N, then R% is absent;

RQ
:lL:X2\\X Y "??. Yg/Rw
Z is selected from thyf group consisting of , LL2

optionally syfstituted cycloalkyl, an optionally substituted cycloalkenyl, an optionally

substitutedf aryl, an optionally substituted heteroaryl and an optionally substituted

heteroggolyl;

snmmeeee hetwoen X and X0 represents a single or double bond between X% and X°;
wherein when -——--- is a double bond, then X' is NR™ or CR™R®, X? is N

"’1, and X7 is N {nitrogen) or CR4; and when ----~--~ is a single bond,

then X' is NR™ or CR™R®, X% is 0, NR/, C(=0) or CR™}R'™), and X is NRY,

C(=0), CR'R® or CH,CH,C(=0); or

{nitrogen} or CR
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X', X? and X are cach independently C (carbon), N (nitrogen), O {oxygen)for
C(=0), and form a mono-cyclic ring sclected from the group consisting of an opgbnally
substituted mono-~cyclic heteroaryl and an optionally substituted mono-cyclic hgfroc
by joining X' and X together; and provided that at least one of X', X? and X Lomprises a
nitrogen atom, with the proviso that the valencies of X', X* and X° arc fhtisficd with a
substituent selected from the group consisting of hydrogen and an optiongfly substituted Ci4
alkyl; and X1 X* and X7 are uncharged;

L' s -CR -, ~CRMRCERE - -CRF=CR ) or -GfR)NER -,

L s -CR -, -NRM)-, S, or O

cach L' is independently ~-C(R™)p-, -CRCR™ s -CRPD=C(R7™)-:

provided that when L' is -C(RHNR™ -, then LAs -CR™)-;

R!is hydrogen or an ansubstituted Cy.4 alkyl;

R™ and R™ are cach independently hydgfeen, hydroxy or an unsubstituted Cy4
alkyl;

R* and R™! are each independently sgffcted from the group consisting of hydrogen,
an optionally substituted Ci4 alkyl, alkgffyalkyl, aminoalkyl, hydroxyalkyl, hydroxy, an
optionally substituted arvl{Ci ¢ alkyl), g# optionally substituted heteroarvl{Ci ¢ alkyl) and an
optionally substituted heterocvelyl{ s alkyly; or
R' and R, together with e atoms to which they are attached, are joined to form an
optionally substituted S-megfoered heterocyclic ring or an optionally substituted 6-
membered heterocyclic righ, R™' is sclected from the group consisting of hydrogen, an
optionally substituted J,s alkyl, alkoxyalkyl, amincalkyl, hydroxyalkyl, hydroxy, an
optionally substitutegfaryl{C1.¢ alkyl), an optionally substituted heteroaryl{C¢ alkyl) and an

optionally substitgfed heterocyelyl{Crg alkyl);

Cycloalkyl(Cy s alkyl), an optionally substituted aryl{(C, ¢ alkyl}, an optionally substituted
heteroaryl{C ¢ alkyl), an optionally substituted heteroeyclyl{Cys alkyl), halo{Cys alkyl), an

optionally substituted hydroxyalkyl, an optionally substituted alkoxyalkyl and cvano;
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R® R’ and R™ are cach independently hydrogen or an unsubstituted Cyy alkyl;

R™ and R™ are cach independently hydrogen or an unsubstituted Cj_y alkyl;

R is hydrogen or optionally substituted Cy.4 alkyl;

R’ R RY, R RY, R'™ RY and R' are each independently hygfogen or an
unsubstituted Cy.4 alkyl; or R” and R', R and R, R" and RY, and R" afi R'®, arc cach
independently taken together form an optionally substituted cycloalfyl, an optionally
substituted aryl, an optionally substituted heteroaryl or an gbtionally substituted
heterocyelyl; and

cach R, cach R, cach R'™ RY™ R'™ cach RY, RS, cach R, RY, cach R™,
cach R¥, each R¥Y, R*™ and R™ are cach independentlyfhydrogen or an unsubstituted
Cyq alkyl,

54, The method or use of any one of Claims -8 wherein Compound (B) is Fornula

{B22) having the structure:

A—L—Y, A

wherein: L is sclected from the groyf consisting of:
R1a 3a

R2a1 R331

}i Xza\ / v ;Y
X1a 3a
Y I
(fa), (Ib),
1c R3c

| R2cT R3¢

R% (Icyand  © (1dy;

A s gficcted from the group consisting of an optionally substituted cycloalkyl, an
optionally fubstituted cycloalkenyl, an optionally substituted aryl, an optionally substituted
arvli{Cyf alkyl), an optionally substituted hetercaryl and an optionally substituted
hetegbeyelyl;

Y is selected from the group consisting of an optionally substituted cycloalkyl, an
optionally substituted cycloalkenyl, an optionally substituted arvl, an optionally substituted

hetercaryl and an optionally substituted heterocyclyl;

R"™ R R and R' are cach independently hydrogen or an unsubstituted Cyq alkyl;
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Zs py2a b 2l 2 2 : .
R RPL R, R R®, R, R and R™ are cach independently selected fron

group consisting of hydrogen, an optionally substituted C, 4 alkyl, an optionally subgfituted

aminoalkyl, a hydroxyalkyl and hydroxy; or
R*™! is hydrogen, and R'® and R™ is joined together with the atoms tgfwhich they are

attached to form an optionally substituted 5 membered heterocyclyyf or an optionally

b1

. - | . | | o — |
substituted 6 membered heterocyelyl, R™ is hydrogen, and R and € is joined together

with the atoms to which they are attached to form an optiovallyRubstituted 5 merbered
heterocyclhyl or an optionally substituted 6 membered heterocye

2a,

———————— between X' and X* represents a single or doyfle bond between X' and X*;

between X7 and X is a double bond Mhen X' is NR*™ or CR™R™, X* is N or CR™ and
X is Nor CR™ or

X X and X are eachfndependently C, N, O or C(=0), and form a ring or ring
system sclected from an optigyfally substituted aryl, an optionally substituted heteroaryl and
an optionally substituted hgferocyclyl by joining X' and X™ together; with the proviso that
the valencies of X', and X can be each independently satisfied with a substituent
selected from hydrogfn and an optionally substituted Cp.g alkyl, and X', X™ and X™ arc
uncharged;

R* and/R™ are cach independently sclected from the group consisting of hydrogen,
hydroxy, hgfogen, amino, an optionally substituted Cy.y alkyl, an optionally sebstitited Coy
atkenvl, g optionally substituted Cs.4 alkynyl, an optionally substituted Cis cycloalkyl, an

ily substituted Ci4 alkoxy, -O-carboxy, an optionally substituted heteroaryl, an

NH,
=N om
optionally substituted heterocycelyl, CHF,, CF; and O |, provided that R™ and R™

cannot be both hydrogen; or R™ and R™ together form =N-OR"; or R and R™ together
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2

with the atom to which they are attached can be jomned to form an optionally substituigh
membercd ring, an optionally substituted 4 membered ring, an optionally substigfted §
membered ring or an optionally substituted 6 membered ring;

RY R™ R™ and R™ are each independently hydrogen or an unsulfftituted Cyry
alkyl;

R* and R* are cach independently hydrogen or an unsubstituted ), alkyl;

R® and R™ are each independently hydrogen, an optionally syfstitated Cy.4 alkyl or
an optionally substituted alkoxyalkyl;

R™ and R arc cach independently hydrogen or an unsybstituted €y alkyl;

X" X™ and X™ are cach independently C, N, O or f=0), and form indicates a bi-

eyclic ring selected from an optionally substituted bi-cyfiic hetercaryl and an optionally

substituted bi-cychic heterocyelyl by joining X'® and P together, wherein ------- between
X' and X* represents a single or double bond begfveen X' and X% coreee between X

with the proviso that the valencies of X'°/K® and X°° can be each independently satisfied
with a substituent selected from hydrogfn and an optionally substituted Cy.4 alkyl; and X',
X™ and X are uncharged;

R* and R™! are cach indgfendently selected from the group consisting of hydrogen,
hydroxy, halogen, amino, an ghtionally substituted C;4 alkyl, an optionally substituted Cy4
alkenyl, an optionally subgfituted C,4 alkynyl, an optionally substituted Cs4 cycloalkyl, an

optionally substituted ¢4 alkoxy, ~O-carboxy, an optionally substituted heteroaryl, an

NH,
N oH
optionally subgfituted heterocyelyl, CHF,, CF; and O |, provided that R* and R’

cannot be Bfth hydrogen; or R* and R™ together form =N-ORS; or R’ and R™ together
with thefitom to which they are attached can be joined to form an optionally substitnted 3
mempfred ring, an optionally substituted 4 membered ring, an optionally substituted §
mgfobered ring or an optionally substituted 6 membered ring;

R* and R® arc cach independently hydrogen or an unsubstituted Cy 4 alkyl;

R* and R are taken together to form an unsubstituted aryl, an unsubstituted

heteroaryl or an optionally substituted heterocyclyl;
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Z°is N or CH;
mis 0 or 1;
ring BY is an optionally substituted Cs cycloalkyl;
ring B! is an optionally substituted pyridinyl; and
provided that when L is Formula (Iic}, then Y 1s absent.
55.  The method or use of any onc of Claims 1-54, wherein the megfod comprises one
Compound (B}, or a pharmaceutically acceptable salt thereof.
56.  The method or use of any one of Claims 1-54, wherein the ghethod comprises two of
Compound (B), or a pharmaccutically acceptable salt thercof,

The method or use of any one of Claims 1-56, whereigfR” is chloro.

¥4

~
‘I

¢

58 The method or use of any one of Claims 1-36, whefin R” is azido.

59, The method or use of any ove of Claims 1-58, gfierein R’ is OH.

60.  The method or use of any onc of Claims {-5§ whercin R is ~OC(=0)R™.

6f.  The method or use of Claim 60, wherein ' is unsubstituted ;g alkyl.

62.  The method or use of any one of Claigf 1-58, wherein R® is an optionally substituted
O-linked amino acid.

63.  The method or use of Claim 62f wherein the optionally substituted O-linked amino
acid is selected from the group consistingbf alanine, asparagine, aspartate, cysteine, ghitamate,
glutamine, glveine, proline, serine, tyfosine, arginine, histidine, isoleucine, leucine, lysine,
methionine, phenylalanine, threoningf tryptophan, valine, ornithine, hypusine, 2-aminoisobutyric
acid, dehydroalanine, gamma-amigbbutyric acid, citrulline, beta-alanine, alpha-cthyl-glycine, alpha-

propyl-glyeine and norleucine.

64.  The method ¢f use of Claim 62, wherein the optionally substitated O-linked amino
H RS Re2
acid has the structyfe o NH2 wherein RS can be selected from hydrogen, an optionally

substituted Cfalkyl, an optionally substituted Ci¢ haloalkyl, an optionally substituted Cis
cycloalkyl, off optionally substituted (¢ aryl, an optionally substituted Cjo arvl and an optionally
substitutef aryl(Crg alkyl); and R can be hydrogen or an optionally substituted T4 alkyl; or R™
and R can be taken together to form an optionally substituted Ca.s cycloalkyl,

65, The method or use of any one of Claims 1-64, wherein R is hydrogen.
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66.  The method or use of any one of Claims 1-64, wherein R is an optionally substitgfec

acyl.

cycloalkyl.

65. The method or use of Claim 67, wherein R™ is unsubstituted Cy

69.  The method or use of any one of Claims 1-64, wherein R is anffptionally substituted
O-linked amino acid.

70, The method or use of Claim 69, wherein the optionallyRubstituted O-linked amino
acid is selected from the group consisting of alanine, asparagine fispartate, cysteine, glhitamate,
glutamnine, glveine, proline, serine, tyrosine, arginine, histighe, isoleucine, leucine, lysing,
methionine, phenylalanine, threonine, tryptophan, valine, ogfithine, hypusine, 2-aminoisobutyric
acid, dehydroalanine, gamma-aminobutyric acid, citrulline feta-alanine, alpha-cthyl-glycine, alpha-
propyl-glycine and norleucine.

71, The method or use of Claim 69, wheyfin the optionally substituted O-linked amino

z_o RC3 RC4

acid has the struchure O NH2 wifiein R can be selected from hydrogen, an optionally

substituted Cis alkyl, an optionally ghbstituted Cig haloalkyl, an optionally substituted Css
cycloalkyl, an optionally substitutedfs aryl, an optionally substituted Cjp arvl and an optionally
substituted aryl(Cy.q alkyl); and Ry can be hydrogen or an optionally substituted Cy.4 alkyl; or R

and R™ can be taken together tfform an optionally substituted Cas cycloalkyl.

O
RGO—II:Il’—§
72. The w0d or use of any one of Claims 1-64, wherein R' is OR” |
73 ethod or use of Claim 72, wherein R® and R” are independently absent or H.

method or use of Claim 72, wherein R® and R’ arc independently

RAZ
O/\a/
s -
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75.  The method or use of Claim 74, wherein R® and R’ are independg

| A
S

76. The method or use of Claim 72, wherein RS and R’ are

ii/\/éo\/%s)k i

77.

2/\0 C1_24 alkyl O-C1_24 BIKYI

idependently

The method or use of Claim 76, wherein RS a
@]

HH\/\S*Q% alkyl

R’ are independently

HsC(HCh7=07 Y ¥
0]

78. The method or use of Claim 72, whergn one of R® and R is
and the other of R% and R is absent or H.

79.  The method or use of Aoy one of Claims 2-64, wherein R' s

80. The method or y

The method ¢

of Claim 79, wherein mis 1.

use of Claim 79, wheretn m is 2.
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§2.  The method or use of any one of Clairos 1-56, wherein Compound (A) 1s selegfled

from the group consisting of:

NHZ D
D =N\, NH
HO’\_@/N\\( HO~\_O__N_ | e
Ng— \—/, © Ng,/\ — \77/ Ny—" )
HO  F ’ o F © , HO and
NH,
\
/ N
HO—\_O N—\<O
cl—"
HO F . ot a pharmaceutically acceptable salt offiny of the foregoing.
83.  The mcthod or use of any one of Claims -3, wherein Compound (A) is sclected

from the group consisting of:
NH,

SN
)

I}—o o N/&O
o ¥
.
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7 JN
NH, NH, HO N\ O
o) o) { \< N;—"
/\/\/\//( /_%N /g/( /_<N d /F
N N
@) O 0 O 0
(Y O N INCY 0 //
HO F HO F NH;
NH, NH;
S L K oo
N" A / O / \N ’ \\“
g F W@ 0] N_< o & =
o \ )(_7' o) ‘?o F
3 ~ -
HO F and , Oof a

pharmaceutically acceptable salt of any of the foregoing.

84.  The method or use of any one of Claigf 1-56, wherein Compound {A) is selected

from the group consisting of:
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Ox° N
>r§0 I HO F
and

pharmaceutically acceptable salt of any of the foregoing.
83,  The method or use of any one of Claims 2-56, wherein Yoropound (A) 1s selected

from the group consisting of:

NH; NH
\ \
10 0 </_<N I N
N N
HO—P—0—P—0—P—0
| | o o) o o)
OH OH OH =< R
Cl— — — -
HO F and HO F , OF a

pharmaceutically acceptable salt of any of the foregyy
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CLAIMS

L. Use of an effective amount of a combination of Compound (A) and one or more
of Compound (B), or a pharmaceutical acceptable salt of any of the foregoing, in the preparation
of a medicament for ameliorating or treating a paramyxovirus virus infection wherein:

the Compound (A) has the structure:

%
2
F

(A),
wherein:

R' is selected from the group consisting of H, an optionally substituted acyl, an optionally

i3]
R%0—P o—P %

o
RO b | |
| OR? OR"®

substituted O-linked amino acid, OR” and

m.

R? is chloro or azido;

R® is selected from the group consisting of OH, —OC(=0)R™ and an optionally
substituted O-linked amino acid;

R* and R® are independently H or D;

RC1 RCZ Q

S oy

R® and R’ is independently absent, H, ,

HsC(HChy =07
0]

%/%O\/%S/ILRM i

R®, R’ and each R'" are independently absent or H;

R* is an optionally substituted C,.,4 alkyl;
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R* is independently selected from the group consisting of H, an optionally
substituted Cj.»4 alkyl, an optionally substituted aryl, an optionally substituted —O—Cj.o4
alkyl, an optionally substituted —O-aryl, an optionally substituted -O-heteroaryl, an

0———/_-0

optionally substituted —O-monocyclic heterocyclyl, T,

R™ is selected from the group consisting of H, an optionally substituted Cy.o4
alkyl and an optionally substituted aryl;
R and R are independently selected from the group consisting of H, an
optionally substituted C;.o4 alkyl and an optionally substituted aryl;
mis 1 or 2;
sis 0, 1,2 or 3;
tisOor 1; and
Z'isOors$;
one or more of Compound (B) is selected from the group consisting of an anti-RSV
antibody, a fusion protein inhibitor, an N-protein inhibitor, a RSV polymerase inhibitor, an
IMPDH inhibitor, an interferon and an other compound that inhibits the RSV virus, or a
pharmaceutically acceptable salt of any of the foregoing; and
the paramyxovirus virus infection is selected from the group consisting of a respiratory
syncytial virus infection, a parainfluenza virus infection and a metapneumovirus infection.
2. The use of Claim 1, wherein the paramyxovirus virus infection is a respiratory
syncytial virus infection.
3. The use of Claim 2, wherein the RSV is Type A.
4, The use of Claim 2, wherein the RSV is Type B.
5. The use of Claim 1, wherein the paramyxovirus virus infection is a parainfluenza

virus infection.
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6. The use of Claim 1, wherein the paramyxovirus virus infection is a
metapneumovirus infection.
7. The use of any one of Claims 1-6, wherein one or more of Compound (B) is an
anti-RSV antibody.
8. The use of Claim 7, wherein the anti-RSV antibody is selected from the group
consisting of
RSV-IGIV (RespiGam®)
palivizumab (Synagis®, a chimeric humanized IgG monoclonal antibody) and
motavizumab (MEDI-524, humanized monoclonal antibody).
9. The use of any one of Claims 1-6, wherein one or more of Compound (B) is a
fusion protein inhibitor.
10.  The use of Claim 9, wherein the fusion protein inhibitor is selected from the
group consisting of
1-cyclopropyl-3-[I 1-(4-hydroxybutyl)benzimidazol-2-yl Jmethyl Jimidazo[4,5-
clpyridin-2-one (BMS-433771),
4,4"-bis- {4,6-bis-[3-(bis-carbamoylmethyl-sulfamoyl)-phenylamino]-
(1,3,5)triazin-2-ylamino} -biphenyl-2,2"-disulfonic-acid (RFI-641),
4,4'-Bis[4,6-dif3-aminophenyl-N,N-bis(2-carbamoylethyl)-sulfonilimino]-1,3,5-
triazine-2-ylamino]-biphenyl-2,2'-disulfonic acid, disodium salt (CL387626),
2-[[2-[[1-(2-aminoethyl)-4-piperidinyl]amino]-4-methyl- 1 H-benzimidazol-1-yl]-
6-methyl-3-pyridinol (JNJ-2408068),
2-[[6-[[{2-(3-Hydroxypropyl)-5-methylphenyl Jamino]methyl]-2-[[ 3-(morpholin-
4-yl)propylJamino]benzimidazol-1-ylJmethyl]-6-methylpyridin-3-ol (TMC-353121),
5,5"-bis[ 1-(((5-amino-1H-tetrazolyl)imino)methyl)]2,2’,4"”-methylidynetrisphenol
(VP-14637, MDT-637),
N-(2-hydroxyethyl)-4-methoxy-N-methyl-3-(6-methyl-[ 1,2,4]triazolo[ 3,4-
a]phthalazin-3-yl)benzenesulfonamide (P13),
2-((2-((1-(2-aminoethyl)piperidin-4-yl)amino)-4-methyl- 1H-benzo[d]imidazol-1-
yl)methyl)-6-methylpyridin-3-0l (R170591),
1,4-bis(3-methylpyridin-4-yl)-1,4-diazepane (C15),
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(R)-9b-(4-chlorophenyl}-1-(4-fluorobenzoyl)-2,3-dihydro-1H-
imidazo[1',2":1,2]pyrrolo[3,4-c]pyridin-5(9bH)-one (BTA9981),

[2,2-bis(docosyloxy-oxymethyl)propyl-5-acetaoamido-3,5-dideoxy-4,7,8,9-tetra-
O-(sodium-oxysulfonyl)-D-glycero-D-galacto-2-nonulopyranosid]onate (MBX-300),

BTA-C286,

N-(2-({S)-2-(5-((S)-3-aminopyrrolidin-1-yl)-6-methylpyrazolo[ 1,5-a]pyrimidin-2-
yD)piperidine-1-carbonyl)-4-chlorophenyl)methanesulfonamide (GS-5806),

an anti-RSV nanobody and

a peptide fusion mhibitor,

or a pharmaceutically acceptable salt of any of the foregoing.

11.  The use of Claim 10, wherein peptide fusion inhibitor is selected from the group
consisting of:

a peptide having the sequence DEFDASISQVNEKINQSLAFIRKSDELL (T-67),
and
a peptide having the sequence

FDASISQVNEKINQSLAFIRKSDELLHNVNAGKST (T-118).

12.  The use of any one of Claims 1-6, wherein one or more of Compound (B) is an N-
protein inhibitor.

13.  The use of Claim 12, wherein the N-protein inhibitor is selected from the group
consisting of (S)-1-(2-fluorophenyl)-3-(2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e][ 1,4]diazepin-
3-ylurea (RSV-604), STP-92 (siRNA delivered through nanoparticle based delivery systems,
Sirnaomics) and iKT-041 (Inhibikase), or a pharmaceutically acceptable salt thereof.

14. The use of any one of Claims 1-6, wherein one or more of Compound (B) is a
RSV polymerase inhibitor.

15.  The use of Claim 14, wherein the RSV polymerase inhibitor is selected from the
group consisting of

6-{4-[(biphenyl-2-ylcarbonyl)amino]benzoyl}-N-cyclopropyl-5,6-dihydro-4H-

thieno[3,2-d][ 1 ]benzazepine-2-carboxamide (Y M-53403),

N-cyclopropyl-5-(4-(2-(pyrrolidin-1-yl)benzamido)benzoyl)-5,6,7,10-

tetrahydrobenzo[b]cyclopenta[d]azepine-9-carboxamide,
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6-(4-(2-(2-oxa-7-azaspiro[3.5]nonan-7-yl)nicotinamido)benzoyl)-N-cyclopropyl-
5,6-dihydro-4H-benzo[b]thieno[2,3-d]azepine-2-carboxamide,
4-amino-8-(3- {[2-(3,4-dimethoxyphenyl)ethyl Jamino } propyl)-6,6-dimethyl-2-(4-
methyl-3-nitrophenyl)-1H-imidazof4,5-h]-isoquinoline-7,9(6H,8H)-dione and
0-(4-(2-(2-oxa-7-azaspiro[3.5]nonan-7-yl)nicotinamido)benzoyl)-N-cyclopropyl-
5,6-dihydro-4H-benzo[b]thieno[2,3-d]azepine-2-carboxamide (AZ27),
or a pharmaceutically acceptable salt of any of the foregoing.
16.  The use of any one of Claims 1-6, wherein one or more of Compound (B) is an
IMPDH 1nhibitor.
17.  The use of Claim 16, wherein the IMPDH inhibitor is selected from the group
consisting of
ribavirin,
5-ethynyl-1-beta-D-ribofuranosylimidazole-4-carboxamide (EICAR),
4-hydroxy-3-beta-D-ribofuranosylpyrazole-5-carboxamide (pyrazofurin),
1-((2R,3R ,48,5R)-3,4-dihydroxy-5-(hydroxymethyl)tetrahydrofuran-2-yl)-1H-
1,2,4-triazole-3-carboximidamide (Taribavirin, viramidine),
1,3,4-thiadiazol-2-ylcyanamide (LY253963),
tetrahydrofuran-3-yl-3-(3-(3-methoxy-4-(oxazol-5-
yl)phenyl)ureido)benzylcarbamate (VX-497),
(4E)-6-(4-Hydroxy-6-methoxy-7-methyl-3-oxo0-1,3-dihydro-2-benzofuran-5-yl)-
4-methylhex-4-enoic acid (Mycophenolic acid) and
2-morpholin-4-ylethyl-(E)-6-(4-hydroxy-6-methoxy-7-methyl-3-oxo-1H-2-
benzofuran-5-yl)-4-methylhex-4-enoate (Mycophenolate Mofetil),
or a pharmaceutically acceptable salt of any of the foregoing.
18.  The use of any one of Claims 1-6, wherein one or more of Compound (B) is an
interferon.
19.  The use of Claim 18, wherein the interferon is a pegylated interferon.
20.  The use of any one of Claims 18-19, wherein the interferon is a Type 1 interferon.

21.  The use of Claim 20, wherein the Type 1 interferon is an alpha-interferon (IFN-
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22.

The use of Claim 21, wherein the IFN-« is selected from the group consisting of

Pegylated interferon-alpha-2a (PEGASYS®), Pegylated interferon-alpha-2b (PEG-INTRON®)
and interferon alfacon-1 (INFERGEN®).

23,

The use of any one of Claims 18-19, wherein the Type 1 interferon is a beta-

interferon (IFN-8).

24.
23.
26,

).

27.
28.

The use of any one of Claims 18-19, wherein the interferon is a Type 2 interferon.
The use of any one of Claims 18-19, wherein the interferon is a Type 3 interferon.

The use of Claim 25, wherein the Type 3 interferon is a lambda-interferon (IFN-

The use of Claim 26, wherein the IFN-A is pegylated interferon lambda.

The use of any one of Claims 1-6, wherein one or more of Compound (B) is an

other compound that inhibits the RSV virus.

29.

consisting of

The use of Claim 28, wherein the other compound is selected from the group

a double stranded RNA oligonucleotide,
5-methyl-N-[4-(trifluoromethyl) phenyl]-isoxazole-4-carboxamide (leflumomide),
N-(2-chloro-4-methylphenyl)-2-((1-(4-methoxyphenyl)-1H-benzo[d}imidazol-2-

yl)thio)propanamide (JMN3-003),

Med:-559,
Medi-534,
Medi-557,

an intratracheal formulation of recombinant human CC10 (CG-100),
high titer, human immunoglobulin (RI-001, ADMA Biologics Inc.) and
a non-neutralizing mAb against the G protein (mAb 131-2G),

or a pharmaceutically acceptable salt of any of the foregoing.

30.

The use of Claim 29, wherein the double stranded RNA oligonucleotide is ALN-

RSV01 or ALN-RSV02.
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31.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B1) having

the structure:
A

R
\N
N
<
N /—Z\\Rs
Het-—’/

or a stereoisomeric form thereof, wherein

Het is a heterocycle having formula (b}, (c), (d) or (e)

1|-{lb Rlc RBc
] :[ Vo ) N ©
Rlb/x\ N N\ Rl N
lle R%® Rl® R
i{m e T}e
1d R'¢
)ﬁ ... (d) [\ N (e
R 2 =
Rm,/ Y r{ Rb,/’ Tz’
J{ld R Rl® R

each X independently is C or N; provided that at least one X is N;

R'" is present when Het has formula (b) and X is C; each R' is selected independently
from the group consisting of H, halogen, C)-Cs alkyl, C;-C; cycloalkyl, C;-C; alkyloxy, N(R®),,
CO(R"), CH:NH,, CH,OH, CN, C(=NOH)NH,, C(=NOCH;)NH,, C(=NH)NH,, CF;, OCF3,
B(OH); and B(O-C)-Cs alkyl),; R'® is absent when the X to which it is bound is N;

R™ is -(CR*R?)-R'™;

each R® is independently selected from the group consisting of H, C;-Cs alkyl, COOCHj;
and CONHSO,CH3;

each R is independently selected from the group consisting of OH, C;-Cg alkyloxy, NHz,
NHSO,N(C;-C¢ alkyl),, NHSO,NHCH;, NHSO,(C-Cq alkyl), NHSO»(C3-C; cycloalkyl) and
N(C;-Cg alkyl);
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each R® and R® are independently chosen from the group consisting of H, C;-Cy alkyl
and Cs-Cy cycloalkyl; or R® and R’ taken together form a 4 to 6 membered aliphatic ring that
optionally contains one or more heteroatoms selected from the group consisting of N, S and O;

R'™ is selected from the group consisting of H, RY OH, CN, F, CFH, CF;, CONRSRg,
COOR®, CONR®»SO,R’, CONR®»SO,NR®R?), NR®R’, NR®*COOR®, OCOR®, O-Benzyl,
NR¥SO:R’, SO,NR®R®, SO,R®, OCONR®R®, OCONR®R'?, N(R®)CON(RER®), NR}COOR",
and a 4 to 6 membered saturated ring containing one oxygen atom;

m is an integer from 2 to 6;

R is selected from the group consisting of C;-Cs alkyl, Cs-C; cycloalkyl, phenyl,
pyridinyl and pyrazolyl; each optionally substituted with one or more substituents each
independently selected from the group consisting of CFs, CHs, OCH3, OCF; and halogen;

R is selected from the group consisting of phenyl, pyridinyl and pyrazolyl; each
optionally substituted with one or more substituents each independently selected from the group
consisting of CF;, CH;, OCH3, OCF; and halogen; or RZ is C;-Cg alkyl or C3-C; cycloalkyl; each
substituted with one or more substituents each independently selected from the group consisting
of CF;, CHs, OCH3, OCF; and halogen,;

R'¢ is present when Het has formula (c);

each R'° is selected independently from the group consisting of H, halogen, C,-Cs alkyl,
C3-Cy cycloalkyl, C(-Cs alkyloxy, N(R%),, CO(R™), CH,NH,, CH,OH, CN, C(=NOH)NH,
C(=NOCH;)NH,, C(=NH)NH,, CF3;, OCF3, B(OH), and B(O-C,-Cg alkyl)y;

R* is selected from the group consisting of H, halogen, C,-Cg alkyl, C;-C; cycloalkyl, C;-
Cg alkyloxy and CO(R™®);

R* is -(CR®R®)-R 7,

R’ is selected from the group consisting of OH, O(C,-Cq alkyl), NH;, NHSO;N(C;-Cq
alkyl);, NHSO,NHCH;, NHSO,(C-Cy alkyl), NHSO(Cs-C5 cycloalkyl), N(C,-Cg alkyl),, NR*R’
and NR’R'%;

R'® is selected from the group consisting of H, R!!, OH, CN, F, CF.H, CF;,
C(=NOH)NH,, CONR*R’, COOR®, CONR®SO,R’, CON(R®)SO,N(R®R’), NR*R®, NR*COOR’,
OCOR?, NRSO,R®, SO,NRPR®, SO,R® and a 4 to 6 membered saturated ring containing one

oxygen atom;
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R' is present when Het has formula (d) and X is C; each R' is selected independently
from the group consisting of H, OH, halogen, C;-Cs alkyl, C3;-C5 cycloalkyl, C,-Cg alkyloxy,
N(R®),, CO(R"), CH;NH,, CH,OH, C(=NOH)NH,, C(=NOCH;)NH,, C(=NH)NH,_ CFs, OCF;,
B(OH); and B(O-C;-Cg alkyl)s; R' is absent when the X to which it is bound is N;

R is selected from the group consisting of H, halogen, C-Cg alkyl, C5-C5 cycloalkyl, C;-
Ce alkyloxy, and CO(RT);

R is -(CR*R%)-R'%;

R'% is selected from the group consisting of H, R'!, OH, CN, F, CF,H, CF;, CONR*R’,
COOR®, CONR®SO,R’, CON(R%HSO,N(R®R®), NR®R®, NR!COOR;, OCOR®NR!SO,R’,
SO,NR®*R’, SO,R? and a 4 to 6 membered saturated ring containing one oxygen atom;

each Y independently is C or N;

R'® is present when Het has formula (€) and Y is C; each R'® is selected independently
from the group consisting of H, halogen, C;-C; alkyl, C;5-C7 cycloalkyl, C,-C¢ alkyloxy, N(R(’)g,
COR"), CH,NH,, CH,OH, CN, C(=NOH)NH,, C(=NOCH;)NH, C(=NH)NH, CF;, OCF;,
B(OH), and B(O-C;-Cq alkyl),; R' is absent when the Y to which it is bound is N;

R is selected from the group consisting of H, halogen, -(CR*R*)u-R'", C=C-CH,-R'%,
C=C-R'* and C=CR'%;

R!% is selected from the group consisting of H, R" C-C¢ alkyloxy, OH, CN, F,
CF,H,CF;, CONR®*R’, COOR®, CON(R®SO,R®, CON(RHSO,N(R'R®), NR’R®, NR*COOR’,
OCORS, NRssozRg, SOZNRSRQ, SO,R® and a 4 to 6 membered saturated ring containing one
oxygen atom;

R is selected from the group consisting of tert-butyl, Het!, aryl, Het?, CH(CH,)(CF3),
and C;-C; cycloalkyl substituted with one or more substituents selected from the group
consisting of halo and C,-C, alkyl;

aryl represents phenyl or naphthalenyl; said aryl optionally being substituted with one or
more substituents each independently selected from the group consisting of halo C,-C4 alkyloxy,
C-C4 alkyl, OH, CN, CFH, CF;, CF0, CONR®’R’, COOR®CONR®»SO,R’
CON(R®SO-N(R®R®), NR®R’, NR®COOR’, OCOR®, NR®SO,R’SO,NR®R’, SO,RS,
OCONR®R’, OCONR®*R"?, N(R}CON(R®R®), N(R®)COOR'?; or C;-C4 alkyloxyC-Cq alkyloxy;

Het' represents a 4 to 6 membered saturated ring containing one N atom, optionally being

substituted with one or more substituents each independently selected from the group consisting
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of halo, C-C4 alkyloxy, SO,R® = C-C4 alkylcarbonyl, COf(aryl), COHet’, C;-C4
alkyloxycarbonyl, pyridinyl, CFi, SO.N(C;-Cy4 alkyl);, SO;NH(C,-Cy4 alkyl), (C=O)NH(C;-C4
alkyl), (C=S)NH(C,-C; alkyl), C,-C4alkyl and C-C, alkyl substituted with one hydroxy; or

Het' represents a 4 to 6 membered saturated ring containing one O atom, substituted with
one or more substituents each independently selected from the group consisting of halo, Ci-Cs
alkyloxy, CFs, NH(C=0)(C;-C4 alkyl), (C=0)NH(C,-C, alkyl) and C;-C, alkyl; or Het represents
a bicyclic 7 to 11 membered non-aromatic heterocycle containing one or two heteroatoms each
independently selected from the group consisting of O, S and N, optionally substituted with one
or more substituents each independently selected from the group consisting of halo, C-Cs4
alkyloxy, SO:R®, C;-C4 alkylcarbonyl, CO(aryl), COHet?, C;-C4 alkyloxycarbonyl, pyridinyl,
CF;, SO;N(C;-Cy alkyl)s, SO,NH(C,-C, alkyl), (C=O)NH(C,-C; alkyl), (C=S)NH(C;-C4 alkyl),
C-C4 alkyl and C,-Cq alkyl substituted with one hydroxy;

Het” represents a monocyclic 5 to 6 membered aromatic heterocycle containing one or
more heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 8 to 12 membered aromatic heterocycle containing one or more heteroatoms each
independently selected from the group consisting of O, S and N; said Het® optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C,-Cy alkyloxy, C;-Cy4 alkyl, OH, CN, CF;H, CFs, CONR®R’, COOR?, CON(R})SO,.R’,
CONRHSO.NR®R®), NRP®R®’, NR¥COOR®, OCORS, NR®SO,R’, SO,NRPR’ SO,R®
OCONR®R’, OCONRV?, N(R*)CON(R®*R?), N(R®COOR'?;

Z is C or N; R’ is present where Z is C, whereby R is selected form the group consisting
of hydrogen, CF3 and halogen; R’ is absent where Z is N;

or a pharmaceutically acceptable addition salt or a solvate thereof.

32.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B2) having

R* R®
N
S
°< IJJ
N - zZ
Het—"‘/

a tautomer or a sterecisomeric form thereof, wherein

the structure:
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Het 1s a heterocycle having formula (a)

Rla

R is Bror Cl;

R™ is -(CR¥R"),-R'%;

each R* and R* are independently chosen from the group consisting of H, C;-Cyo alkyl
and C3-C; cycloalkyl; or R* and R* taken together form a 4 to 6 membered aliphatic ring;
wherein the 4 to 6 membered aliphatic ring optionally contains one or more heteroatoms selected
from the group consisting of N, S and O;

R'% is selected from the group consisting of H, C;-C alkyl, R'!, OH, CFs, CHF,, F, Cl,
SO,CHs, S0,C3-C; cycloalkyl, NR¥SO,R* SO,NR*R*™ NR™S0,Ci-C; cycloalkyl, CN,
NR¥R® COOH, COOR® CONR¥R*™ OCOC;-Cq alkyl, CONR¥S0,R* CONR¥*SO,NR*R*,
a 4 to 6 membered aliphatic ring and a 5 to 6 membered aromatic ring; wherein the aliphatic or
aromatic ring optionally contains one or more heteroatoms selected from the group consisting of
N, Sand O;

R' is selected from the group consisting of C;-Cs alkyl, Cs-C; cycloalkyl, phenyl,
pyridinyl and pyrazolyl; each substituted with one or more substituents each independently
selected from the group consisting of CF;, CH3, OCH3, OCF; and halogen;

n is an integer having a value from 1 to 6;

R’ is selected from the group consisting of C;-Cg alkyl, C;-Cs alkyloxy, CN, CF; and
halo;

R* is selected from the group consisting of hydrogen, tert-butyl, C;-C7 cycloalkyl,
CH(CH3)(CF;), C,-Cyg alkenyl, CH,CF3, SO,CH3, -CHj-p-fluorophenyl, aryl, Het', Het* and Cs-
C5 cycloalkyl substituted with one or more substituents selected from the group consisting of
halo and C,-C,4 alkyl;

aryl represents phenyl or naphthalenyl; said aryl optionally being substituted with one or
more substituents each independently selected from the group consisting of halo, C|-C; alkyloxy,

OH, CN, CF,H, CF;, CONR¥R*, COOR®, CON(R**)SO,R*, CON(R*SO,N(R¥R’), NR¥R*,
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NR¥COOR”, OCOR®, NR¥SO.R”, SO.NR®*R* SO,R*, OCONR¥R®, OCONR¥*R'
NER*CON(R*R®), N(R*¥)COOR'™, and C;-C alkyl;

Het' represents a monocyclic 4 to 6 membered non-aromatic heterocycle containing one
or two heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 7 to 11 membered non-aromatic heterocycle containing one or two heteroatoms each
independently selected from the group consisting of O, S and N; said Het' optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C;-C; alkyloxy, SO,R™ C,-C, alkylcarbonyl, C1-Cy alkyloxycarbonyl, CO(aryl), COHet?,
pyridinyl, CF3;, SO;N(C;-Cy alkyl)s, SO,NH(C,-C; alkyl), NH(C=0)(C;-C; alkyl), (C=O)NH(C;-
Cqalkyl), (C=S)NH(C;-C4 alkyl), C1-C4 alkyl and C;-C4 alkyl substituted with one hydroxy;

Het® represents a monocyclic 5 to 6 membered aromatic heterocycle containing one or
more heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 8 to 12 membered aromatic heterocycle containing one or more heteroatoms each
independently sclected from the group consisting of O, S and N; said Het® optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C;-C; alkyloxy, OH, CN, CFH, CFs;, CONR¥®R®™, COOR¥, CON(R*)SO.R*,
CON(R®SO,NR®R™),NR*R”, NR®COOR®, OCOR®, NR¥SO,R*, SO,NR¥R™, SO,R%,
OCONR¥*R® OCONR™R!''"®, N(R¥*)CONR*R"), N(R*)COOR'" and C;-C, alkyl;

R is selected from the group consisting of phenyl, pyridinyl and pyrazolyl; each
optionally substituted with one or more substituents each independently selected from the group
consisting of CF;, CH3, OCH;, OCF; and halogen; or R'"? is C}-Cs alkyl or C;-Cy cycloalkyl;
each substituted with one or more substituents each independently selected from the group
consisting of CF3;, CH3, OCH3, OCF; and halogen;

ZisCHorN;

or a pharmaceutically acceptable addition salt or a solvate thereof.

33. The use of any one of Claims 1-6, wherein Compound (B) is Formula (B3) having
the structure:

5
R{N R
N
o= ]
N =z

-

Het
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a tautomer or a stereoisomeric form thereof, wherein
Het is a heterocycle having formula (b), (c), (d) or (e)
R'lb R1C

X
| R
R1‘P\X/X\ N R
! I S (o) S
P ~
1B \>‘( N\ Rl¢ I\{
R1b R2b Ric R2¢
1?1(1 RBd R"le
R1d X R1e Y.
NN N \Y/ N
| S (d) \l( A (e)
T
RI4 N R'e” \\1’/
R1d RZd R'le R3e

each X independently is C or N; provided that at least one X is N;

R' is present when Het has formula (b) and X is C; each R'® is selected independently
from the group consisting of H, halogen, C;-Cs alkyl, C3-C5 cycloalkyl, C;-Cs alkyloxy, N(Ré)g,
CO(R"), CH,NH,, CHOH, CN, C(=NOH)NHa, C(=NOCH;)NH, C(=NH)NH, CF;, OCF;,
B(OH); and B(O-C;-Cs alkyl),; R'® is absent when the X to which it is bound is N;

R® is (CR®RY),-R'®;

cach R® is independently selected from the group consisting of H, C,-C; alkyl, COOCH;
and CONHSO,CH;; each R’ is independently selected from the group consisting of OH, C,-Cg
alkyloxy, NHz, NHSO;N(C;-Cs alkyl);, NHSO,NHCH;, NHSO,(C;-Cs alkyl), NHSO5(Cs-C;
cycloalkyl) and N{C,-Cg-alkyl),;

each R® and R’ are independently chosen from the group consisting of H, C;-Cs alkyl and
Cs-Cy cycloalkyl; or R® and R’ taken together form a 4 to 6 membered aliphatic ring that
optionally contains one or more heteroatoms selected from the group consisting of N, S and O;

R'® is selected from the group consisting of H, R'’, OH, CN, F, CF,H, CF;, CONR®R’,
COOR®, CONR®SO,R’, CONRYHSO.N(R*R®), NR’R’, NR®’COOR®, OCOR®, O-Benzyl,
NR®SO,R’, SO,NR*R’, SO,R¥, OCONR®R®, OCONR®R 2, N(RHCON(R®*R®), N(RHCOOR ? and

a 4 to 6 membered saturated ring containing one oxygen atom;
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R is selected from the group consisting of C,-Cy alkyl, C3-C; cycloalkyl, phenyl,
pyridinyl and pyrazolyl; each optionally substituted with one or more substituents each
independently selected from the group consisting of CF3, CH;, OCH3, OCF; and halogen;

R" is selected from the group consisting of phenyl, pyridinyl and pyrazolyl; each
optionally substituted with one or more substituents each independently selected from the group
consisting of CF3, CH3;, OCHj3, OCF; and halogen;

or R is C;-Cg alkyl or C3-C7 cycloalkyl; each substituted with one or more substituents
each independently selected from the group consisting of CF;, CH3, OCHj;, OCF3 and halogen;

m is an integer from 2 to 6;

R'® is present when Het has formula (c);

each R'® is selected independently from the group consisting of H, halogen, C;-Cs alkyl,
C3-C7 cycloalkyl, C-Cs alkyloxy, N(R®),, COR’™), CH,NH,, CH,OH, CN, C(=NOH)NH,,
C(=NOCH;3)NH;, C(=NH)NHj,, CF;, OCF3, B(OH), and B(O-C;-C salkyl);

R is selected from the group consisting of H, halogen, C,-Cy alkyl, C;-C+ cycloalkyl,
C,-Cs alkyloxy and CO(R");

R* is -(CR®R?),-R'%;

R is selected from the group consisting of OH, O(C-Cs alkyl), NH,, NHSO,N(C;-Cs
alkyl), NHSO;NHCH;, NHSO2(C;-Cgs alkyl), NHSO,(C3-C7 cycloalkyl), N(C;-Cs-alkyl)s,
NR*R’ and NR'R'™;

R is selected from the group consisting of H, R”, OH, CN, F, CFI, CF;,
C(=NOH)NH,, CONR®R®, COOR®, CONR®SO,R®, CON(R*)SO,N(R®R’), NR*R’, NR*COOR’,
OCOR?, NR¥SO.R’, SO,NR®R®, SO,R® and a 4 to 6 membered saturated ring containing one
oxygen atom;

R' is present when Het has formula (d) and X is C; each R'¢ is selected independently
from the group consisting of H, OH, halogen, C,-Cs alkyl, C;-C7 cycloalkyl, C,-C¢ alkyloxy,
N(R®);, COR"), CHNH,, CH;0H, CN, C(=NOH)NHS,, C(=NOCH3)NH, C(=NH)NH, CF;,
OCF3, B(OH); and B(O-C;-Cg alkyl),; R'? is absent when the X to which it is bound is N;

R* is selected from the group consisting of H, halogen, C,-Cg alkyl, Cs-C; cycloalkyl,
C1-Cs alkyloxy, and CO(R);

R* is -(CR*R”)m-R'%,
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R' is selected from the group consisting of H, R'!, OH, CN, F, CF,H, CF;, CONR®R’,
COOR®, CONR®SO,R’, CONRHSON(R®R®), NR®R’, NR®*COOR’, OCOR?, NR®SO,R’,
SO,NR®R’, SO,R® and a 4 to 6 membered saturated ring containing one oxXygen atomi;

each Y independently is C or N;

R'® is present when Het has formula (€) and Y is C; each R'® is selected independently
from the group consisting of H, halogen, C;-Cs alkyl, C3-Cy cycloalkyl, C,-C¢ alkyloxy, N(Rﬁ)g,
CO[R"), CH;NH,, CH,OH, CN, C(=NOH)NH,, C(=NOCH;)NH,, C(=NH)NH;, CFs;, OCFs,
B(OH); and B(0O-C,-Cs alkyl); R'® is absent when the Y to which it is bound is N;

R™ is selected from the group consisting of H, halogen, -(CR*R%),,-R'*, C=€-CIL,- R'®,
C=C-R'% and C=C-R'%,

R'% is selected from the group consisting of H, R”, C;-Cy alkyloxy, OH, CN, F, CF;H,
CF;, CONR®R®, COOR?, CON(R®)SO,R’, CON(R}SO,N(R®R®), NR*R®, NR*COOR’, OCOR®,
NR®SO,R’®, SO,NR®R®, SO.R? and a 4 to 6 membered saturated ring containing one oxygen
atom;

R’ is selected from the group consisting of Cy-Cs alkyl, C,-Cs alkyloxy, CN, CF; and
halogen;

R* is selected from the group consisting of hydrogen, Cs-C7 cycloalkyl, tert-butyl, C;-Cyg
alkenyl, CH,CF;, CH(CH;)(CF3), SO,CHs, -CH,-p-fluorophenyl, aryl, Het', Het® and C3-C;
cycloalkyl substituted with one or more substituents selected from the group consisting of halo
and C;-Cy alkyl;

aryl represents phenyl or naphthalenyl; said aryl optionally being substituted with one or
more substituents each independently selected from the group consisting of halo, C;-Caalkyloxy,
Ci-Csalkyl, OH, CN, CF;H, CF;, CONR’R’, COOR®, CON(R®)SO:R®, CON(R)SO,N(R’R?),
NR*R’, NR®COOR’, OCOR®, NR®SO,R’, SO,NR®R°, SO,R®, OCONR®R’, OCONR®R",
NR*CON(R®R®) and N(R®)COOR'?;

Het' represents a monocyclic 4 to 6 membered non-aromatic heterocycle containing one
or two heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 7 to 11 membered non-aromatic heterocycle containing one or two heteroatoms each
independently selected from the group consisting of O, S and N said Het' optionally being
substituted with one or more substituents each independently selected from the group consisting

of halo, C;-Cj alkyloxy, SO;R, C;-C, alkylcarbonyl, CO(aryl), COHet?, C,-C, alkyloxycarbonyl,
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pyridinyl, CF;, SO,N(C;-C, alkyl),, SO,NH(C;-C, alkyl),NH(C=0)(C,-C, alkyl), (C=O)NH(C;-
C4 alkyl), (C=S)NH(C,;-C4 alkyl) and C;-Cs alkyl;

Het® represents a monocyclic 5 to 6 membered aromatic heterocycle containing one or
more heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 8 to 12 membered aromatic heterocycle containing one or more heteroatoms each
independently selected from the group consisting of O, S and N; said Het® optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C;-Cy alkyloxy, C;-C4 alkyl, OH, CN, CF,H, CF;, CONRV, COOR®, CON(R*)SO,R’,
CONR®SO,N(R®R?), NR®R’, NR®COOR’, OCOR®, NR®*SO,R’, SO.NR®R’, SO,RY
OCONR®*R’®, OCONR*R", N(R*)CON(R®R?®) and N(R®COOR'?;

ZisCHorN;

or a pharmaceutically acceptable addition salt or a solvate thereof,

34.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B4) having
the structure:

R4
\

N
O:<N:©Z\R5
Hetr-"/

or a stereoisomeric form thereof, wherein

Het is a heterocycle having formula (a)

R'?is Bror Cl;

R* is -(CR*R%),-R!%,

each R® and R™ are independently chosen from the group consisting of H, C;-Co alkyl
and C3-C; cycloalkyl; or R** and R* taken together form a 4 to 6 membered aliphatic ring;
wherein the 4 to 6 membered aliphatic ring optionally contains one or more heteroatoms selected

from the group consisting of N, S and O;
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R'™ is selected from the group consisting of H, C,-Cs alkyl, R!', OH, CF;, CHF,, F, Cl,
SO,CH3, SO0,C3-C; cycloalkyl, NR¥SO,R¥, SO.NR¥*R* NR®S0,Ci;-C; cycloalkyl, CN,
NR*R* COOH, COOR¥, CONR¥*R", OCOC,-C alkyl, CONR®'SO,R”*, CONR**SO,NR**R*,
a 4 to 6 membered aliphatic ring and a 5 to 6 membered aromatic ring; wherein the aliphatic or
aromatic ring optionally contains one or more heteroatoms selected from the group consisting of
N, S and O;

R'" is selected from the group consisting of C;-C¢ alkyl, C;-C; cycloalkyl, phenyl,
pyridinyl and pyrazolyl; each substituted with one or more substituents each independently
selected from the group consisting of CF;, CH;, OCH;, OCF; and halogen;

n is an integer having a value from 1 to 6;

R* is selected from the group consisting of tert-butyl, CH(CH;)(CF3), aryl, Het', Het’ and
C3-Cy cycloalkyl substituted with one or more substituents selected from the group consisting of
halo and C;-C4 alkyl; aryl represents phenyl or naphthalenyl; said aryl optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C\-Cy alkyloxy, OH, CN, CFH, CF;, CONR¥*R® COOR® CON(R®*)SO,R*,
CON(R™S0,N(R*R", NR¥R**, NR¥COOR™, OCOR®*, NR¥S0O,R*, SO,NR¥R* SO,R*,
OCONR¥*R”, OCONR¥R!"*, N(R¥*)ICON(R**R*), N(R¥*COOR®, and C-C4 alkyl;

Het' represents a monocyclic 4 to 6 membered non-aromatic heterocycle containing one
or two heteroatoms each independently selected from the group consisting of O, S and N; or a
bicyclic 7 to 1 1 non-aromatic heterocycle containing one or two heteroatoms each
independently selected from the group consisting of O, S and N; said Het' optionally being
substituted with one or more substituents each independently selected from the group consisting
of halo, C;-C, alkyloxy, SO,R™ C,-C,4 alkylcarbonyl, C,-C4 alkyloxycarbonyl, CO(aryl), COHet?,
pyridinyl, CF3, SO;N(C;-C4 alkyl)s, SO2NH(C;-Cq alkyl), NH(C=0)( C;-Cs alkyl), (C=O)NH(C;-
Csalkyl), (C=S)NH(C;-C4 alkyl), C,-C4 alkyl and C,-C, alkyl substituted with one hydroxy;

Het® represents a monocyelic 5 to 6 membered aromatic heterocycle containing one or
more heteroatoms each independently selected from the group consisting of O, § and N; or a
bicyclic 8 to 12 membered aromatic heterocycle containing one or more heteroatoms each
independently selected from the group consisting of O, S and N; said Het® optionally being
substituted with one or more substituents each independently selected from the group consisting

of halo, C|-C4 alkyloxy, OH, CN, CFH, CF;, CONR™R™ COOR*, CON(R?)SO,R*,
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CONR*S0,NR¥R™), NR¥R* NR¥COOR”, OCOR¥®, NR¥SO,R*, SO,NR¥*R” SO,R*
OCONR®R”, OCONR¥R'™®, N(R**)CON(R*R), N(R*)COOR'"® and C;-C; alkyl;

R'™ is selected from the group consisting of phenyl, pyridinyl and pyrazolyl; each
optionally substituted with one or more substituents each independently selected from the group
consisting of CF;, CH;, OCH3, OCF3 and halogen; or R"" is C;-Cs alkyl or C;-C; cycloalkyl;
each substituted with one or more substituents each independently selected from the group
consisting of CF3;, CH;, OCHs, OCF;3 and halogen;

ZisCorN; R’ is present where Z is C, whereby R’ is selected from the group consisting
of hydrogen, CF; and halogen; R’ is absent where Z is N;

or a pharmaceutically acceptable addition salt or a solvate thereof.

35.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B5) having

the structure:

R‘«z Rs
N Xso-Rs
R R20=< I X
R, N Xf,X\
N | Rs
Rs
Ry N
R Rs

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

each X independently is C or N;

R, is selected from the group of H, halogen, C;-Cy alkyl, Cs-C; cycloalkyl, C;-C¢ alkoxy,
N(Rg)2, CO(R7), CHoNH,, CH,OH, CN, C(=NOH)NH,, C(=NOCH;)NH,;, C(=NH)NH,, CF;,
OCFs, and B(OH);; B(O-C;-Cs alkyl)s;

R; is selected from the group consisting of H, halogen, C,-C; alkyl, C;-C; cycloalkyl, C;-
Cs alkoxy, and CO(R7);

R is (CRgRo)n-Rio;

R4 is selected from the group consisting of H, C;-C;y alkyl, C;-C; cycloalkyl, C,-Cyy
alkenyl, SO;-Rg, CH,CF3, SO.CH; or a 4 to 6 membered saturated ring containing an oxygen

atom;
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Rs is present where X is C, and is selected from the group consisting of H, C;-Cy alkyl,
Cs-Cy cycloalkyl, C;-Cy alkoxy, CO(R7), CF; and halogen; Rs is absent where X is N;

Rgs is selected from the group conmsisting of H, C-Cg alkyl, COOCH,, and
CONHSO:CHj;

R7 is selected from the group consisting of OH, O(C;-Cg alkyl), NH,, NHSO,;N(C,-Cs
alkyl),, NHSO,NCH;, NHSO(C-Cq alkyl), NHSO,(Cs-C; cycloalkyl), and N(C,-C¢ alkyl),,
NRgRg, NRgR 1g;

n is an integer from 2 to 6;

Rg and Ry are each independently chosen from H, C-Cjq alkyl, C3-Cy cycloaikyl or Rg
and Ry taken together form a 4 to 6 membered aliphatic ring that optionally contains one or more
heteroatoms selected from the group N, S, O;

Rio is selected from the group comsisting of H, C-C¢ alkyl, OH, CN, F, CF.H, CFs,
C(=NOH)NH;, CONRgRg, COORg, CONRsSO,Rg, CON(R5)SO,N(RgRg), NRgRg, NRgCOORy,
OCOR;3, NRsSO;Ry, SO2NRgRy, SO;NRg or a 4 to 6 membered saturated ring containing an
oXygen atom.

36.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B6) having

the structure:

R(-, ||a4
R1 N Y%Y/R4
I °=< I
R X A
1\)('/’ N N Y/ \R
D | ‘
R/xi‘x N +
1 \
I R,
R4

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

each X independently is C or N; at least one X = N;

each Y independently is C or N;

R, is present when X = C and R, is selected from the group of H, halogen, C,-C; alkyl,
C3-C; cycloalkyl, C;-C4 alkoxy, N(Rs), CO(Rg), CH:NH,, CH;OH, CN, C(=NOH)NH,,
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C(=NOCH;)NH,, C(=NH)NH,, CF3, OCF3, and B(OH),; B(O-C;-C¢ alkyl);; R, is absent when X
=N:

Rz is (CR7Rg)y-Ro;

Rj is selected from the group consisting of H, C;-Cy alkyl, C3-C5 cycloalkyl, C,-Ciq
alkenyl, SO»-R;, CH,CF; or a 4 to 6 membered saturated ring containing an oxygen atom;

R4 is present where Y is C and is selected from the group consisting of H, C,-Cs alkyl,
C,-Cs cycloalkyl, C;-Cg alkoxy, CO(R7), COO(R5), CF; and halogen,

R; is selected from the group consisting of H, C;-C¢ alkyl, COOCH;, and
CONHSO,CHjs;

R¢ is selected from the group consisting of OH, O(C,-C¢ alkyl), NH,, NHSO,N(C,;-Cs
alkyl)s, NHSO,NHCH3;, NHSO,(C;-Cy alkyl), NHSO,(Cs-C; cycloalkyl), and N(C;-Cg-alkyl)a;

R7 and Ry are each independently chosen from H, C;-C,q alkyl, C;-C7 cycloalkyl or Ry
and Rg taken together form a 4 to 6 membered aliphatic ring that optionally contains a
heteroatom selected from the group N, S, O;

Ry is selected from the group consisting of H, Ryq, C;-Cs alkyl, OH, CN, F, CF,H, CF;,
CONRjRg, COOR;, CON(R7)SO,Rs, CON(R7)SO2N(R7R3), NR7Rs, NR;COORg, OCOR7, O-
Benzyl, NR;SO:Rs, SO, RsRs, SO:R;, OCONR;R;, OCONR;R;;, N(R7)CON(R;Rs),
N(R7)COOC; phtalimido, 2-methyl-benzothiophene(1,1)di oxide, or a 4 to 6 membered saturated
ring containing an oxygen atom,;

n is an integer from 2 to 6;

Rig is selected from the group consisting of C;-Cg alkyl, Cs;-C7 cycloalkyl , phenyl,
pyridine or pyrazole, optionally substituted with one or more substituents selected from the
group comprising CFs, CHs, OCHj3, OCF; or halogen.

37.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B7) having
the structure:
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or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

each X independently is C or N with at least one X being N;

R, is present where X = C and R, selected from the group of H, OH, halogen, C-Cs
alkyl, C3-Cy cycloalkyl, C,-Cs alkoxy, NH;, CO(R7), CH,NH,, CH;OH, CN, C(=NOH)NH;_
C(=NOCH;3)NH,, C(=NH)NH;, CF3, OCF3, and B(OH),; B(O-C~Cs alkyl)s;

Ry is selected from the group consisting of H, halogen, C;-C; alkyl, C;-C; cycloalkyl, C-
C; alkoxy, and CO(R7);

Rj is ~(CRsRo)n-Rio;

R4 is selected from the group consisting of H, C,-Cyg alkyl, CH,CF; C;-C; cycloalkyl, C,-
Cio alkenyl, SOz-Rs, or a 4 to 6 membered saturated ring containing an oxygen atom;

Rs is present where Y is C, and is selected from the group consisting of H, C,-Cq alkyl,
Cs-Cy eycloalkyl, C-Cg alkoxy, CO(R4), CF; and halogen;

Rs is absent where X is N;

R¢ is selected from the group consisting of H, C;-C¢ alkyl, COOCHi, and
CONHSO,CHj3;

R7 is selected from the group consisting of OH, O(C;-C¢ alkyl), NH,, NHSOQ,;N(C,-Cs
alkyl),, N HSO,;NHCH3;, NHSO,(C;-Cs alkyl), NHSO»(C3-C5 cycloalkyl), and N(C;-Cg-alkyl),;

n is an integer from 2 to 6;

Rg and Ry are each independently chosen from H, C;-Cjg alkyl, Cs-C; cycloalkyl or Rg
and Ry taken together form a 4 to 6 membered aliphatic ring that optionally contains a
heteroatom selected from the group N, S, O;

Rjo is selected from the group comnsisting of H, C,-Cs alkyl, OH, CN, F, CF;H, CFs,
CONR3gRy, COORg, CONRgSO2R;, CON(Rg)SO:N(RsRs), NRgRe, NR3yCOORy, OCORg,
NR3SO,Rg, SO:NRgRg, SO2R; or a 4 to 6 membered saturated ring containing an oxygen atom.
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38.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B8) having

the structure:
Rj Ry
A Y.
Ry N Sy-Re
| 0 [
I~ X’}X \l/ N N AN
- R
1 f 4
_Xs N Ry
Ry

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

each X independently is C or N;

each Y independently is C or N;

R; is present when X = C and R, is selected from the group of H, halogen, C;-Cq alkyl,
C3-C; cycloalkyl, C;-Cs alkoxy, N(Rs);, CO(R¢), CH,NH,, CH,OH, CN, C(=NOH)NH,,
C(=NOCH;)NH,, C(=NH)NH;, CF3, OCF3, and B(OH),; B(O-C;-Cs alkyl)s; R is absent when X
=N

R; is selected from the group consisting of H, halogen, -(CR7Rg),-Rg, C=£-CH-Rg and
C=C-Rg C=C-Rg;

Rj is selected from the group comsisting of H, C;-Cip alkyl, C3-C7 cycloalkyl, C;-Cyg
alkenyl, SO»-R5, or a 4 to 6 membered saturated ring containing an oxygen atom,;

R, is present where Y is C and is selected from the group consisting of H, C,-Cs alkyl,
Ci1-Cs cycloalkyl, C-Cq alkoxy, CO(R7), CF; and halogen, '

Rs is selected from the group consisting of H, C;-Cg alkyl, COOCH;, and
CONHSO,CHj; _

Rg is selected from the group consisting of OH, O(C,-Cs alkyl), NH;, NHSO,N(C;-Cs
alkyl);, NHSO,NHCH;, NHSO,(C,-Cs alkyl), NHSO»(C3-C7 cycloalkyl), and N(C;-Cs-alkyl)z;

R7 and Rg are each independently chosen from H, C;-Cyq alkyl, C3-Cy cycloalkyl or Ry
and Rg taken together form a 4 to 6 membered aliphatic ring that optionally contains at least one
heteroatom selected from the group N, S, O;

Ry 1s selected from the group consisting of H, C;-Cg alkyl, C;-C4 alkoxy, C;-C;
cycloalkyl OH, CN, F, CF-H, CF;, CONR;Rg, COOR;, CON(R7)SO;Rg, CON(R7)SO,;N(R7R3),
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NR7Rg, NR7COORg, OCOR7, NR7SO,Rs, SO,NRsRg, SO;R; or a 4 to 6 membered saturated ring
containing an oxygen atom;

n is an integer from 2 to 6.

39.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B9) having

the structure:

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

each X independently is C or N;

R;is H;

R, 1s selected from the group consisting of Br and CI;

R; is -(CRgR7)s-Rg;

Ry is selected from the group consisting of H, Cs;-C; cycloalkyl, C,-C; alkenyl, -
(CRgR7)n-Rs, -CHa-p-Fluorophenyl, CH,CF; and -SO,CHs;

R;5 is present where X is C, whereby each Rs is selected, each independently, from the
group consisting of H, C;-Cg alkyl, C;~Cg alkoxy, halogen, and CN; R is absent where X is N;

R¢ and Ry are each independently chosen from H and C;-Cjg alkyl, C3-C5 cycloalkyl; or
R¢ and Ry taken together form a 5 to 6 membered aliphatic or aromatic ring that optionally
contains one or more heteroatoms selected from the group N, S, O;

Ry is selected from the group consisting of H, OH, CF3;, CHF,, F, CI, SO,CH3;, SO,C3-C;
cycloalkyl, NReSOzRs, SO,R¢R7, RsS0,C3-C; cycloalkyl, CN, NRgR;, COOH, COORs,
CONRgR;, OCOC-C¢  alkyl, CONRGSOR;, CONH-R¢-SO;R;  ,  CONH-R4-
SO;NRgR7CONRgSO:NRsR7, phtalimido or a 5 to 6 membered aliphatic or aromatic ring that
optionally contains one or more heteroatoms selected from the group N, S, O;

n is an integer having a value from 1 to 6.
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40.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B10)

having the structure:

R \ R
N
R1 9
01
R2 N N / R\\ 8
i>___/' RER’
R® N
4 \ 5
R R

wherein

R', R’and R* each independently represents H, C1-6 alkyl or halogen;

R? represents H, CN, CH,NH,, CH,NH(CH»);NH;, C(=NH)NH; or C(=NOH)NH,;

R’ represents C1-6 alkyl; said C1-6 alkyl being optionally substituted with one or more of
OR"®, CF;, CN or NR"R' wherein R'> represents H or C1-6 alkyl and R'* and R”
independently represent H, C1-6 alkyl or C3-7 cycloalkyl; or the group NRMR" together
represents a 5 to 7 membered azacyclic ring optionally incorporating one further heteroatom
selected from O, S and NR'® wherein R" represents H or C1-6 alkyl;

R® R, R® and R® each independently represents CH, C-F, C-Cl, C—CF3 or N;

R'® represents aryl, heteroaryl, C3-7 cycloalkyl or C1-6 alkyl; said C1-6 alkyl or C3-7
cycloalkyl being optionally substituted with one or more of aryl, C3-7 cycloalkyl, OR'®, SR'S,
halogen or NR'"R'3, wherein R'® represents H or C1-6 alkyl and R'7 and R'® each independently
represents H, C1-6 alkyl or C3-7 cycloalkyl; or the group -NR'"R! together represents a 5 to 7
membered azacyclic ring optionally incorporating one heteroatom selected from O, S and NR?®
wherein R? represents H or C1-6 alkyl; and

R!! and R" each independently represents H or C1-6 alkyl.

4].  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B11)

Q
X
E 1 | N/>R3 0
\
Ry
0 Rz

or racemates, isomers and/or salts thereof,

having the structure:

-315-



ip-temp
Line

ip-temp
Rectangle


wherein:

X, and X; are independently selected from CH and N wherein at least one of X; and X; is

R, is optionally substituted and is selected from a carbocyclic, heterocyclic and aromatic
ring;

R3 is selected from C,-¢ alkyl, haloC,-;alkyl and C;-3alkoxy; and

R3 is H or an optional substituent.

42, The use of any one of Claims 1-6, wherein Compound (B) is Formuila (B12)
having the structure:

RL
H
s
N 3
H
R? o)
RY R°

or an enantiomer or a salt thereof,

wherein:

R'is -(CH=CH)0.1-(Cs or Cip)aryl or -(CH=CH).1-5-, 6-, 9- or 10- membered heteroaryl,
said aryl or heteroaryl being optionally substituted with one, two or three substituents, each
independently selected from: (C,)alkyl optionally substituted with amino, halo, (C).s)haloalkyl,
hydroxy, (Ciglalkoxy, (Cig)alkylthio, nitro, azido, cyano, amino,(Cg)alkylamino, di((C,.
g)alkyl}amino, aryl and heteroaryl;

R? is H, (Crealkyl, hydroxy, halo, (C)s)haloalkyl, amino, (Cig)alkylamino. di{(C;.
g)alkylamino, or (C,.¢)alkynyl;

R3is (Ce, Cio or Cyg)aryl or 5-, 6-, 9- or 10-membered heteroaryl, each of which being
optionally substituted with one, two or three substituents, each independently selected from:
(Ci-s)alkyl, halo, (C,.s)haloalkyl, hydroxy, (Cig)alkoxy, (Cie)alkylthio, nitro, amino, (C,.
g)alkylamino, di((C,)alkyl)amino and COQ(C.¢)alkyl; and

R* and R’ are each independently H or (C;¢)alkyl; or R* and R® are linked, together with

the carbon atom to which they are attached, to form a (Cs.7)cycloalkyl group;
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with the proviso that R' is not 2-methoxyphenyl, when R? is H, R’ is 3.4-
dimethoxyphenyl, R* is CH; and R® is CHa.
43, The use of any one of Claims 1-6, wherein Compound (B) is Formula (B13)
having the structure:
R‘I
Al

\
N

Q—NH—<\

N

or a salt or a stereochemically isomeric form thereof,
wherein:

R is a radical of formula

—_ or S.___(
at 4

’I’\\
| v
RS

(a) (b)

Q is hydrogen or Cisalkyl optionally substituted with a heterocycle or Q is Cy.galkyl
substituted with both a radical -OR* and a heterocycle; wherein said heterocycle is selected from
the group consisting of oxazolidine, thiazolidine, 1-oxo-thiazolidine, 1,1-dioxothiazolidine,
morpholinyl, thiomorpholinyl, 1-oxo-thiomorpholinyl,1,1-dioxothiomorpholinyl,
hexahydrooxazepine,  hexahydrothiazepine, 1-oxo-  hexahydrothiazepine, 1,1-dioxo-
hexahydrothiazepine, pyrrolidine, piperidine, homopiperidine, piperazine; wherein each of said
heterocyle may be optionally substituted with one or two substituents selected from the group
consisting of Cjgalkyl, hydroxyC,¢alkyl, aminocarbonylCsalkyl, hydroxy, carboxyl, C,¢
alkyloxycarbonyl, aminocarbonyl, mono- or di{C,.salkyl)aminocarbonyl, C..
¢alkylcarbonylamino, aminosulfonyl and mono- or di(C; salkyl)aminosulfonyl;

Alk is Cj.salkanediyl;

XisOorS;
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-a'=a’-a’=a'- is a bivalent radical of formula -N=CH-CH=CH-, -CH=N-CH=CH-, -
CH=CH-N=CH- or -CH=CH-CH=N-; wherein one of the nitrogen atoms bears the chemical
bond linking radical (b} with the rest of the molecule;

R' is Ar or a heterocycle selected from pyridyl, pyrazinyl, pyridazinyl, pyrimidinyl,
furanyl, tetrahydrofuranyl, thienyl, pyrrolyl, thiazolyl, oxazolyl, imidazolyl, isothiazolyl,
pyrazolyl, isoxazolyl, oxadiazolyl, quinolinyl, quinoxalinyl, benzofuranyl, benzothienyl,
benzimidazolyl, benzoxazolyl, benzothiazolyl, pyridopyridyl, naphthiridinyl, 1H-imidazo[4,5-
blpyridinyl, 3H-imidazo[4,5-b]- pyridinyl, imidazo[l,2-aJpyridinyl and 2,3-dihydro-1,4-
dioxino[2,3-b]pyridyl; wherein each of said heterocycle may optionally be substituted with 1, 2,
or 3 substituents each independently selected from the group consisting of halo, hydroxy, amino,
cyano, carboxyl, Cigalkyl, Cgalkyloxy, hydroxyCcalkyloxy, {C;¢alkyl-oxy)C; .salkyloxy, C|.
salkylthio, Cy.salkyloxyCsalkyl, hydroxyCisalkyl, mono-or di{C;alkyl)amino, mono-or di(C.
salkyl)aminoCyealkyl, polyhaloCisalkyl, Cjgalkylcarbonylamino, Csalkyloxycarbonyl,
aminocarbonyl, mono- and di- C, salkylaminocarbonyl;

R” is hydrogen, C.ealkyl, hydroxyCsalkyl, CisalkyloxyCisalkyl, Ar-Csalkyloxy-C,.
salkyl, Cs.7cycloalkyl, cyano-Calkyl, Ar-Cy¢alkyl, Het-Cy galkyl;

R’ is hydrogen, Cisalkyl, cyano, aminocarbonyl, polyhaloC,.salkyl, Cssalkenyl or C,.
salkynyl;

R* is hydrogen or Cialkyl;

each Ar independently is phenyl or phenyl substituted with 1 to 5, such as 1, 2, 3 or 4,
substituents selected from halo, hydroxy, amino, mono- or di(Cysalkyl)amino, C,.
salkylcarbonylamino, Cj.salkylsulfonylamino, cyano, Cigalkyl, C;salkenyl, Ca.salkynyl, phenyl,
hydroxyC_salkyl, polyhaloC;alkyl, aminoC.salkyl, mono- or di(C;.salkyl)aminoC)_galkyl, C,.
salkyloxy,  polyhaloCiealkyloxy, phenoxy, aminocarbonyl, mono- or di(C.
salkyl)aminocarbonyl, hydroxycarbonyl, Cy.salkoxycarbonyl, Csalkylcarbonyl, amino sulfonyl,
mono- and di{C,.¢alkyl)- aminosulfonyl;

Het is a heterocycle selected from the group consisting of pyridyl, pyrazinyl, pyridazinyl,
pyrimidinyl, iuranyl, tetrahydrofuranyl, thienyl, pyrrolyl, thiazolyl, oxazolyl, imidazolyl,
isothiazolyl, pyrazolyl, isoxazolyl, oxadiazolyl, quinolinyl, quinoxalinyl, benzofuranyl,
benzothienyl, benzimidazolyl, benzoxazolyl, benzothiazolyl, pyridopyridyl, naphthiridinyl, 1H-
imidazo[4,5-b]pyridinyl, 3H-imidazo[4,5-b]pyridinyl, imidazo[1,2-a}pyridinyl and 2,3-dihydro-
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1,4-dioxino-[2,3-b]pyridyl; wherein each Het may be optionally substituted with 1, 2 or 3
substituents each independently selected from halo, hydroxy, amino, mono- or di(Ci.
salkyl)amino, cyano, C;.galkyl, hydroxyCi_salkyl, polyhaloC;galkyl, Cisalkyloxy.

44,  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B14)

having the structure:

1
G/ R RZb
RS \ R
[
Q—N—X,
N RZB

or a prodrug, N-oxide, addition salt, quaternary amine, metal complex, or a
stereochemically isomeric form thereof,

wherein:

G 1s a direct bond or Cj_jpalkanediyl optionally substituted with one or more substituents
independently selected from the group of substituents consisting of hydroxy, C;-galkyloxy, Ar'
Ci-salkyloxy,Ci-salkylthio, Ar! C)-galkylthio, HO(-CH,-CH;-0),~, C;-galkyloxy(-CH3-CH;-0),-
or Ar' C-salkyloxy(-CH;-CH>-O)n-;

each n independently is 1, 2, 3 or 4;

R' is Ar' or a monocyclic or bicyclic heterocycle being selected from piperidinyl,
piperazinyl, pyridyl, pyrazinyl, pyridazinyl, pyrimidinyl, furanyl, tetrahydro- furanyl, thienyl,
pynolyl, thiazolyl, oxazolyl, imidazolyl, isothiazolyl, pyrazolyl, isoxazolyl, oxadiazolyl,
quinolinyl, quinoxalinyl, benzofuranyl, benzothienyl, benzimidazolyl, benzoxazolyl,
benzthiazolyl, pyridopyridyl, naphthiridinyl, 1H-imidazo[4,5-b]pyridinyl, 3H-imidazo[4,5-
blpyridinyl, imidazo[l,2-a]- pyridinyl, 2,3-dihydro-1,4-dioxino[2,3-b]pyridyl or a radical of

formula

5 U Uz

(Cham N (GHam 7 chm

(c-1) (c-2) (c-3)
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(CHz)m

D5

&7 (c-8)

wherein each of said monocyclic or bicyclic heterocycles may optionally be substituted
with 1 or where possible more, such as 2, 3, 4 or 5, substituents independently selected from the
group of substituents consisting of halo, hydroxy, amino, cyano, carboxyl, Cj-salkyl, Ci-
salkyloxy, C;-galkylthio, C,-salkyloxyCi-ealkyl, Ar, Ar'Cl-ﬁalkyl, ArICI-salkyloxy, hydroxyC;-
salkyl,mono-or di(C-salkyl)amino, mono-or di(C;-salkyl)aminoC;-galkyl, polyhaloC;-salkyl, Ci-
salkylcarbonylamino,C)-salkyl-SO»-NR*-,  Ar'-SO,-NR**-,  Cj-salkyloxycarbonyl, -C(=0)-
NR*R*,  HO(-CHy-CH-O)y-, halo(-CHp-CH,-0),,-, Ci-galkyloxy(-CH,-CH-O),-, Ar'Ci-
salkyloxy(-CH,-CH3-0),- and mono-or di{C;-galkyl)amino(-CHa-CHj-0),-;

each m independently is 1 or 2;

each p independently is 1 or 2;

each t independently is 0, 1 or 2;

Q is hydrogen, amino or mono- or di{C)-4alkyl)amino;

one of R* and R* is selected from halo, optionally mono- or polysubstituted C;-galkyl,
optionally momo- or polysubstituted C,-galkenyl, nitro, hydroxy, Ar’, NR*R* ),
NR*R*)sulfonyl, NR*R* Jearbonyl, Cj-galkyloxy, Arioxy, Ar’Ci-galkyloxy,carboxyl, C-
salkyloxycarbonyl, or -C(=Z)Ar”; and the other one of R* and R*® is hydrogen; wherein =Z is
=0, =CH-C(=0) -NR*R’", =CH,, =CH- C;-galkyl, =N-OH or =N-O- C,-¢alkyl; and the optional
substituents on Cj-galkyl and Cy-¢ alkenyl can be the same or can be different relative to one
another, and are each independently selected from the group of substituents consisting of
hydroxy, cyano, halo, nitro, N(R*R*), N(R*R*")sulfonyl, Het, Ar?, C-salkyloxy, Ci-salkyl-
S(=0), Ar'oxy, Ar-S(=0), Ar’C,-salkyloxy, ArCi-galkyl-S(=0),, Het-oxy, Het-S(=0),HetC;-
salkyloxy, HetC -galkyl-S(=0),, carboxyl, Ci-salkyloxycarbonyl and -C(=Z)Ar’;
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in case R* is different from hydrogen then R? is hydrogen, Cy-salkyl or halogen and R*®
is hydrogen;

in case R* is different from hydrogen then R*" is hydrogen, C-¢alkyl or halogen and R*®
is hydrogen;

R* and R™ can be the same or can be different relative to one another, and are each
independently selected from the group of substituents consisting of hydrogen, C,-galkyl, APC-
salkyl, (Ard)(hydroxy) Ci-¢alkyl, Het-Ci-¢alkyl, hydroxyCj-¢alkyl, mono- and di~(C;-
calkyloxy)Ci-galkyl, (hydroxyCi-salkyloxyCi-galkyl, Ar'Ci-galkyloxy-Ci-galkyl, dihydroxyC;-
salkyl, (Ci-salkyloxy)(hydroxy)C-salkyl, (Ar'Ci-¢alkyloxy)(hydroxy) Cj-ealkyl, Ar'oxy-C-
salkyl, (Ar'oxy)(hydroxy)-Ci-galkyl, aminoCj-alkyl, mono- and di(C-salkyl)amino-Cj-galkyl,
carboxyl- C;-galkyl, C;-galkyloxycarbonylCi-¢alkyl, aminocarbonylC;-¢alkyl, mono- and di(C;-
salkyl}aminocarbonylCi-salkyl, Ci-galkylcarbonylCi-salkyl, (Ci-salkyloxy),-P(=0)-C;-salkyl,
(Cj-salkyloxy),P(=0)-O-C,-galkyl, aminosulfonyl-C-galkyl, mono- and di(Cy-
salkylaminosulfonyl-Cy-galkyl, C;-galkylcarbonyl, Ar? carbonyl, Het-carbonyl, Ar*Cy-
salkylcarbonyl, Het-Ci-galkylcarbonyl, C,-galkylsulfonyl, aminosulfonyl, mono- and di(C;-
salkyDaminosulfonyl, Ar°sulfonyl, Ar*Cj-salkylsulfonyl, Ar®, Het, Het-sulfonyl, HetC;-
salkylsulfonyl;

R* and R*® can be the same or can be different relative to one another, and are each
independently hydrogen or C;-galkyl; or

R and R*® taken together may form a bivalent radical of formula -(CHz)s- wherein s is 4
or5;

R* and R* can be the same or can be different relative to one another, and are each
independently hydrogen or C;-¢alkyl; or

R and R* taken together may form a bivalent radical of formula -(CHy)s- wherein s is 4
or5;

R% is hydrogen, C,-galkyl, Ar', ArICI-galkyl, Ci-¢alkylcarbonyl, Arlcarbonyl, Ar'Cy-
¢alkylcarbonyl, C;-galkylsulfonyl, Arlsulfonyl, ArlC1-6alkylsulf0nyl, Ci-¢alkyloxyC-salkyl,
aminoC;-galkyl, mono- or di(Ci-galkyl}aminoC,-galkyl, hydroxyC,-¢alkyl, (carboxyl)-C,-salkyl,
(Ci-salkyloxycarbonyl)-C-galkyl, aminocarbonylC;-galkyl, mono- and di(C;-
salkyl)aminocarbonylC;-salkyl, aminosulfonyl-C;-salkyl, mono- and di{C,-galkyl)aminosulfonyl-
Ci-salkyl, Het, Het-C;-galkyl, Het-carbonyl, Het-sulfonyl, Het-C;-alkylcarbonyl;
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R® is hydrogen, Cr-ealkyl, Ar' or Ar'Cy-calkyl;

R® is C-galkyl, Ar' or Ar'C;-galkyl;

Ar' is phenyl or phenyl substituted with 1 or more, such as 2, 3 or 4, substituents selected
from halo, hydroxy, C,-¢alkyl, hydroxyC,-salkyl, polyhaloC;-salkyl, and C;-salkyloxy;

Ar* is phenyl, phenyl annelated with Cs-; cycloalkyl, or phenyl substituted with 1 or
more, such as 2, 3, 4 or 5, substituents selected from halo, cyano, Cj-galkyl, Het-C;-galkyl,
AI'lCl-ﬁalkyl, cyanoC-galkyl, Cz-¢ alkenyl, cyanoCs-galkenyl, R6b—O—Cg_(,alkenyl, Cy-salkynyl,
cyanoCs-galkynyl, R®®-0-Csealkynyl, Ar', Het, R®-0-, R®-S., R*.80-, R®-S0,-, R®-0-C;-
salkyl-SO,-, -N(R®R®), polyhalo-C;-salkyl, polyhaloC;-salkyloxy, polyhaloC,alkylthio, R*-
C(=0)-, R®-0-C(=0)-, -N(R*“R®™)-C(=0)-, R®-0-C)_galkyl, R®-S-Calkyl, R*-S(=0),-C;.
salkyl, -N(R®R®)- C_galkyl, R®*-C(=0) -C}.¢alkyl, R®-O-C(=0)-C;-¢alkyl, N(R**R® )-C(=0)-C,.
salkyl, R**-C(=0)-NR® -, R®-C(=0) —O-, R*-C(=0) ~NR®C,salkyl, R*-C(=0) —0O-C,.alkyl,
N(R*R®")-S(=0),-, H,N-C(=NH)-;

Het is a heterocycle being sclected from tetrahydrofuranyl, tetrahydrothienyl,
pynolidinyl, pynolidinonyl, furanyl, thienyl, pynolyl, thiazolyl, oxazolyl, imidazolyl,
isothiazolyl, pyrazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, piperidinyl, homopiperidinyl,
piperazinyl, mogholinyl, pyridyl, pyrazinyl, pyridazinyl, pyrirmdinyl, tetrahydroquinolinyl,
quinolinyl, isoquinolinyl, benzodioxanyl, benzodioxolyl, indolinyl, indolyl, each of said
heterocycle may optionally be substituted with oxo, amino, Ar', Ci-qalkyl, aminoC;-salkyl,
Ar'C-4alkyl, mono- or di(C)-salkyl)ammoC,-salkyl, mono- or di(C,-salkyl)amino, (hydroxyC;-
salkyl)amino, and optionally further with one or two C;-jalkyl radicals.

45.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B15)

having the structure:

or a pharmaceutically acceptable salt or stereoisomer thereof,

wherein:
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R'!is hydrogen or a Cy.galkyl;

R? is (1) amino{CHz)26; (2) amino(CHy)gdifluoromethyl{CHa)6; (3) amino(CHy),.
sfluoromethyl(CHs)1.4; (4) amino(CHa)ggoxetanyl(CHa)1¢; (5) amino(CHa)y.goxetanyl(CHaz)oe;
or (6) pyrrolidin-3-yl, unsubstituted or 4-substituted by halogen; and

X is -0—, —S—, -S(=0) —, —S(07) —, -CHy—, —CF— or -NH—.

46.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B16)

having the structure:

R2 H3
f
N R’
p)
=% A N—a'
W f
N -
e 150
— R
R°

or pharmaceutically acceptable salts thereof,

wherein:

R! is hydrogen or halogen;

R? is hydrogen or halogen;

R’ is azetidinyl; Cealkoxypyridinyl; Cjsalkylsulfonyl-CHa,-; carboxycycloalkyl;
difluorocycloalkyl; 1,1-dioxo-tetrahydrothienyl; halopyridinyl; hydroxy-CyHay~; hydroxy-CHo,-
cycloalkyl; hydroxy-CyHsy-O-C,Hyy-; hydroxycycloalkyl-C,Hs,-, unsubstituted or substituted by
Cisalkyl, hydroxy or hydroxy-C,Ha.-; 4-hydroxypiperidin-1-yl-C,Hs-; 3-hydroxy-pyrrolidin-1-
yl-CyHy,-; morpholinyl-C,Hy,-; oxetanyl; oxetanyl-C,Hb,-, unsubstituted or substituted by C,.
salkyl; piperidinyl; oxo-piperidinyl; oxo-pyrrolidinyl; pyrrolidinyl, unsubstituted or substituted
by Ci.salkylearbonyl, Cjgalkylsulfonyl, hydroxy- C;Hsy-, hydroxy-C.Ha«-carbonyl, amino-
C Hyx-carbonyl or trifluoromethyl- C,Ho,-; tetrahydrofuran-3-yl- C,Hj,-; tetrahydropyranyl;

trifluoromethyl- CyHax-;
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HO  C,zalkyl

F
CHQX% %o o]

R*is Ci.salkyl or cycloalkyl;

R’ is hydrogen or halogen;

R’ is hydrogen or Cy_galkyl;

A'is -N- or -CH;

A?is -N-, -NO or -CH;

A’ is -N- or -CH;

X is 1-6;

y is 2-6;

z 1s 0-6.

47.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B17)

having the structure:

Rz

or a pharmaceutically acceptable salt thereof,
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wherein:

A is aryl or heteroaryl;

R, is alkyl, alkoxy, haloalkyl, aryl, heteroaryl, heterocyclyl, cycloalkyl, said heterocyclyl
is optionally substituted by one to three substituents independently selected from the group
consisting of halo, hydroxyl, haloalkyl, alkoxy, alkyl, alkoxy-alkyl-hydroxyi-alkyl-, CN, alky-
NH- ,,; said aryl or heteroaryl is optionally substituted by one to three substituents independently
selected from the group consisting of halo, cyano, nitro, hydroxyl, alkyl, alkoxy, alkyl-NH-, with
the proviso that when A is aryl, R, is not unsubstituted aryl;

R; is hydrogen, alkyl, alkoxy, amino, alkyl-NH-, CN, alkyl-SO,-, or halo;

Rj is hydrogen, alkyl, heterocyclyl, heteroaryl, heteroaryl-alkyl-, or cycloalkyl, said alkyl
is optionally substituted by one substituent selected from the group consisting of NH,-C(O)-,
halo, hydroxyl, NH;-SOs-, alkoxy-alkyl-, heterocyclyl; aryl, heteroaryl, CN, alkyl-NH-;

R4 is hydrogen, or alkyl; or haloalkyl;

R, and Ry taken together with the nitrogen atom to which they are attached optionally
form a 3- to 7-membered ring;

Rs is hydrogen, alkyl, alkoxy, haloalkyl, or halo.

48.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B18)

having the structure:

I
1
Rr3 A ,ﬁ1"~y2 R &
S
RY N \YV—Y:‘\YS/ RE
A

AT
or a pharmaceutically acceptable salt thereof,

wherein:

a) Y'is N, NH or CH, Y?is C, Y*is N or CR¥, Y*is N or C and Y’ is N, NR* or CR?,
wherein at least two of Y', Y2 Y°, Y* and Y? are independently N, NH or NR?: or

b) Y'is N, NH or CH, Y?is N or C, Y?is N or CR®, Y*is N or C, and Y’ is N or NR?,
wherein at least two of Y', Y2, Y°, Y*and Y’ are independently N, NH or NRT; or
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¢) Y'is N, NH or CH, Y?is N or C, Y*is CR®, Y*is N or C, and Y’ is N, NR? or CR?,
wherein at least two of Y], YZ, Y?, Y*and Y’ are independently N, NH or NR*:

the dashed bonds ---- are selected from single bonds and double bonds so as to provide an
aromatic ring system;

A is -(CR*R*),- wherein any one CR*RY of said -(CR*R™),- may be optionally replaced
with —O-, -S-, -S(O),-, NH or NR?%

nis 3,4, 5 or6;

eachpis 1 or2;

Ar is a C;-Cyp heterocyclyl group or a Cg-Cyp aryl group, wherein the C,-Cyp heterocyelyl
group or the Cg-Cygaryl group is optionally substituted with 1 to 5 R®;

X is -C(RP)R")-, -N(CH,R™)- or -NH-, or X is absent;

R'is H, -OR", NR'R"™ -NR''C(O)R"', -NR''C(0)OR!, -NR"'C(O)NR''R', N3, CN,
NO,, -R'!, -S(O),R*, NR''S(0),R?, -C(=O)R"!, -C(=0)OR!}, -C(=0)NR"'R", -C(=0)SR"", -
S(0),(OR'), -SO,NR'R'?, -NR'"S(0),(OR"), -NR''SO,NR'R'?, -NR!'"C(=NR')NR''R'?,
halogen, (C;-Cglalkyl, (C»-Cg)alkenyl, (Ca-Cg)alkynyl, aryl(Ci-Cg)alkyl, Ce-Cag aryl, C,-Cag
heterocyclyl, Ci-Cyp heterocyclyl(C-Cg)alkyl, (Cs;-Cr)cycloalkyl or (C3-Cy)eycloalkyl(Ci-
Cgalkyl;

RZis H, CN, NO,, halogen or (C;-Cg)alkyl;

R¥ is H or (C,-Cg)alkyl;

R’is H, -OR", -NR"'R", -NR" C(O)R", -NR!'C(0)OR!}, -NR"'C(O)NR''R'Z, N;, CN,
NO,, -SR"!, -$(0),R?, -NR''S(0),R?, -C(=O)R"!, -C(=0)OR"!, -C(=O)NR''R"?, -C(=0)SR", -
S(O)(OR'), -SO.NR''R", -NR'S(0),(OR"), -NR"SONR''R" -NR!C(=NR')NR'R?,
halogen, (C,-Cglalkyl, (C,-Cyg)alkenyl, (C;-Cglalkynyl, aryl(C;-Cglalkyl, Cs-Cy aryl, Cs-Cao
heterocyclyl, C»-Cyp heterocyclyl(C;-Cglalkyl, (Cs-Cy)eycloalkyl or (C3-Co)eycloalkyl(Ci-
Cgalkyl;

R” is H, -OR", (C|-Cgalkyl, (Co-Cg)alkenyl, (C,-Cs)alkynyl, aryl(C;-Cg)alkyl, Cy-Cag
aryl, C»-Cy heterocyclyl, C;-Cy heterocyclyl(Ci-Cglalkyl, (C;-Cy)cycloalkyl or (Cs-
Cy)ecycloalkyl(C;-Cg)alkyl;

each R* is independentty H, -OR", -NR''R'?, -NR''C(O)R", -NR''C(O)OR'!, -
NR''C(O)NR''R'?, N3, CN, NO,, SR, -S(0),R?, -NR!'S(0),R?, -C(=0)R", -C(=0)OR'’, -
C(=ONR'R",  -C(=0)SR", -S(0),(OR"), -SO,NR'R",  -NR'S(0),(OR"), -

-326-



ip-temp
Line

ip-temp
Rectangle


NR'"'SO,NR"'R", NR"C(=NR')NR''R", halogen, (C,-Cyalkyl, (C-Cgalkenyl, (Co-
Cg)alkynyl, aryl(C;-Cg)alkyl, Cg-Cap aryl, Cz-Cap heterocyclyl, C>-Cag heterocyclyl(Ci-Cg)alkyl,
(C3-Cr)eyeloalkyl or (C3-Cq)eycloalkyl(C;-Cg)alkyl; and

cach R* is independently H, OR", (C1-Cg)alkyl, (C2-Cg)alkenyl, (C-Cs)alkynyl, aryl(C;-
Cg)alkyl, Cg-Cno aryl, C2-Cag heterocyclyl, C-Cao heterocyelyl(Cy-Cs)alkyl, (C3-Cr)cycloalkyl or
(C3-Cr)eycloaltkyl(Cy-Cglalkyl;

or two R* on adjacent carbon atoms, when taken together, may form a double bond
between the two carbons to which they are attached or may form a (C;-Cr)cycloalkyl ring
wherein one carbon atom of said (C3-C)cycloalkyl ring may be optionally replaced by -O—, —S—,
—S(0)p—, -NH- or -NR*—;

or two R* on non-adjacent carbon atoms, when taken together, may form a (Cs-
Cy)eycloalkyl ring wherein one carbon atom of said (Cs-Cr)cycloalkyl ring may be optionally
replaced by —O—, —S—, -S(0)p—, -NH- or -NR*;

or two R* and two R* on adjacent carbon atoms, when taken together, may form an
optionally substituted Ce aryl ring;

or one R* and one R* on the same carbon atom, when taken together, may form a (C;-
Cy)cycloalkyl ring wherein one carbon atom of said (C3-C;)cycloalkyl ring may be optionally
replaced by ~O—, —S—, —S(0)p—, -NH— or -NR*-;

each R’ is independently H, -OR', -NR'R™, -NR'C(O)R', -NR''C(O)OR", -
NR!C(O)NR''R'?, N3, CN, NO,, -SR'!, -S(0),R?, -NR''S(0),R?, -C(=0O)R"!, -C(=0)OR"", -
CEO)NR'R?,  -c(=O)SR!,  -S(0),(OR'), -SONR'RY, -NR'S(0),(OR"),
NR!SO,NR'R", -NR"C(=NR'")NR'R', halogen, (Ci-Cglalkyl, (Ca-Csalkenyl, (C»-
Cg)alkynyl, aryl(C;-Cglalkyl, Ce-Cy aryl, Co-Coq heterocyclyl, Cy-Cag heterocyelyl(C;-Cg)alkyl,
(C3-Cyeycloalkyl or (C3-Cr)eycloalkyl(Ci-Cg)alkyl;

each R¥ is independently H, -OR', (C\-Cgalkyl, (C»-Cgalkenyl, (C»-Cs)alkynyl,
aryl(Ci-Cglalkyl, Cg-Cop aryl, Cp-Cyo heterocyclyl, C,-Cyy heterocyclyl(C-Cg)alkyl, (Cs-
Cy)eycloalkyl or (C5-Cr)cycloalkyl(C,-Cglalkyl;

each R® is independently H, oxo, -OR!, -NR''R!, -NR'"'C(O)R", -NR"'C(O)OR"), -
NR''C(O)NR''R'?, N;, CN, NO,, -SR'!, -S(0),R?, -NR''S(0),R?, -C(=O)R'’, -C(=0)OR", -
C(=0)NR''R"?, -c=O)SR", -S(0),(OR'), -SO.NR'RY, -NR'"S(O),(OR™), -
NR''SO,NR''R", -NR"C(E=NR'"NR'R", halogen, (Ci-Cslalkyl, (Cz-Cglalkenyl, (C»-
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Cglalkynyl, aryl(C;-Cg)alkyl, Cs-Cyg aryl, C-Cyp heterocyelyl, C2-Cyg heterocyclykCi-Cglalkyl,
(Cs-Cy)eycloalkyl or (C;-Cq)eyceloalkyl(C,-Cs)alkyl;

or two R® on adjacent carbon atoms, when taken together, may form a (Cs-Cr)cycloalkyl
ring wherein one carbon atom of said (C;-Cq)cycloalkyl ring may be optionally replaced by —O—,
~S—, =S(O)p—, —-NI- or -NR*—;

or any R® adjacent to the obligate carbonyl group of said Ar, when taken together with R?,
may form a bond or a (CR’R*) - group wherein m is 1 or 2;

or any R® adjacent to the obligate carbonyl group of said Ar, when taken together with R?
or R* may form a bond;

R’is H, -OR", -NR"R" -NR''"C(O)R!!, NR"'C(O)OR", -NR''C(O)NR''R'%, N3, CN,
NO., -SR', -S(0),R%, -NR''S(0),R?, -C(=0)R"!, -C(=0)OR", -C(=0)NR''R'?, -C(=0)SR", -
S(0),(OR'), -SONR'R"Z, NR'S(0),(OR'), -NR"SO,NR'R", -NR!C(=NR')NR'R",
halogen, (C;-Cg)alkyl, (Cy-Cglalkenyl, (Cp-Cg)alkynyl, aryl(C-Cslalkyl, Cs-Cag aryl, C,-Caq
heterocyclyl, C;-Cap heterocyclyl(Ci-Cg)alkyl, (Cs-Cy)eycloalkyl or (C;-Cy)cycloalkyl(Ci-
Cy)alkyl;

R¥is H, -OR!, -NR''R™?, -NR"C(O)R", -NR"'C(O)OR", -NR''C(O)NR''R'2, N3, CN,
NO,, -SR', -S(0),R?, -NR''S(0),R?, -C(=0)R", -C(=0)OR"!, -C(=0)NR''R", -C(=0)SR"", -
S(O),(OR"), -SO,NR'R", -NR''S(0),(OR"), -NR''SO,NR'R', NR'C(=NR')NR'RY,
halogen, (C;-Cgalkyl, (C;-Cgalkenyl, (C»-Cglalkynyl, aryl(C,-Cglalkyl, Cs-Czy aryl, Cs-Cag
heterocyclyl, C;-Cy heterocyclyl(C,-Csglalkyl, (Cs-Cy)eycloalkyl or (Cs-Cy)eycloalkyl(Ci-
Cg)alkyl;

R¥ is H, -OR", -NR''R", -NR''C(O)R", -NR'C(O)OR!!, -NR''C(O)NR!'R'?, N3, CN,
NO,, -SR'", -S(0),R?, -NR''S(0),R?, -C(=O)R'}, -C(=0)0R", -C(=0)NR"'R", -C(=0)SR"}, -
S(O),(OR'), -SO,NR'"R', -NR!s$(0),(0R'"), -NR!'SO,NR"R', -NR''C(=NR')NR''R",
halogen, (C;-Cgalkyl, (Cz-Cg)alkenyl, (Cp-Cglalkynyl, aryl(C;-Cglalkyl, Cg-Cyg aryl, C;-Cso
heterocyclyl, C;-Cap heterocyclyl(Ci-Cglalkyl, (Cs-Cq)ecycloalkyl or (Ci-C;)eycloalkyl(C-
Cgalkyl,;

each R? is independently (C,-Cgalkyl, (C;-Cg)haloalkyl, (C,-Cg)alkenyl, (C,-Cg)alkynyl,
aryl(C-Cyglalkyl, Cs-Cyo aryl, Cy-Cyp heterocyclyl, C,-Cyp heterocyclyl(C-Cglalkyl, (C;-
Cy)cycloalkyl or (C3-Cr)ecycloalkyl(C-Cg)alkyl wherein any (C,-Cg)alkyl, (C,-Cg)haloalkyl, (Cs-
Cg)alkenyl or (C,-Cglalkynyl of R* is optionally substituted with one or more OH, NH,, CO,H,

-328-



ip-temp
Line

ip-temp
Rectangle


C;-Cy heterocyclyl, and wherein any aryl(C;~Cglalkyl, C¢-Cag aryl, C,-Cyg heterocyclyl, (Cs-
Cy)eycloalkyl or (C;-Cy)cycloalkyl(C;-Cg)alkyl of R* is optionally substituted with one or more -
OH, -NH;, CO;H, C;-Cyg heterocyclyl or (C;-Cg)alkyl;

each R or R"is independently H, (C;-Cg)alkyl, (Co-Cg)alkenyl, (C,-Cg)alkynyl, aryl(C;-
Cglalkyl, Ce-Cpo aryl, Cp-Cyp heterocyclyl, (Cs-Cr)cycloalkyl, (Cs-Cr)eycloalkyl(Cy-Cgalkyl, -
C(=0)R® or -S(O),R* or when R'' and R" are attached to a nitrogen they may optionally be
taken together with the nitrogen to which they are both attached to form a 3 to 7 membered
heterocyclic ring wherein any one carbon atom of said heterocyclic ring can optionally be
replaced with —O—, —S—, —S(0),—, -NH-, -NR"- or —-C(0)—;

R" is H or (C;-Cg)alkyl; |

R"™ is H, (Ci-Cgalkyl, NR''R"?, NR!C(O)R", NR"CO)OR", NR"'C(O)NR"R",
NR!'S(0)R?, -NR''S(0),(OR"") or NR''SO,NR''R'?; and

wherein each (Cj-Cg)alkyl, (Cs-Cg)alkenyl, (C2-Cg)alkynyl, aryl{C,-Cs)alkyl, Cs-Cyy aryl,
C1-Cog heterocyclyl, Ca-Cyg heterocyelyl(C;-Cglalkyl, (Cs-C;)eycloalkyl or (C3-Cr)cycloalkyl(C)-
Cglalkyl of each Rl, Rz, RT, R3, R3', R4, R4', RS, Rs', R6, RT, RS, R¥ or RYZ is independently,
optionally substituted with one or more oxo, halogen, hydroxy, -NH,, CN, N3, -N(R?%),, -NHR",
—SH, -SR? -S(0),R?, —OR?, (C;-Cg)alkyl, (C;-Cg)haloalkyl, -C(O)R", —-C(O)H, —C(=0)OR", —
C(=0)OH, -C(=O)N(RY);, -C(=O)NHR?, —C(=O)NH,, -NHS(O),R?, -NR*S(O),R’, -
NHC(O)R?, —-NR?*C(O)R?, -NHC(O)OR?, -NR?’C(0O)OR?, -NR*C(O)NHR?, -NR*C(O)N(R™),, —
NR'C(O)NH;, -NHC(O)NHR®, ~-NHC(O)N(R*),, -NHC(O)NH,, =NH, =NOH, =NOR®, -
NR*S(0),NHR?, —NR*S(0),N(R");, —NR*S(0),NH,, —NHS(O),NHR®, —NHS(O),N(R"),, —
NHS(O),NH,, -OC(=0)R", ~OP(0)(OH); or R".

49,  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B19)

having the structure:

or a salt or ester thereof,

wherein:
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A is «(C(RM2).- wherein any one C(R*Y), of said -(C(R%))s- may be optionally replaced
with —O-—, ~S-, ~§(O)p-, NH or NR%

nis 3,4, 5 or6;

eachpis 1 or2;

Ar is a Co-Cy heterocyclyl group or a Cg-Cap aryl group, wherein the C,-Cyp heterocyclyl
group or the Cy-Cag aryl group is optionally substituted with 1, 2, 3, 4 or 5 RS;

each R®, R* or R®is independently H, oxo, OR'!, NR''R", NR!'C(O)R", NR''C(O)OR",
NR!"'C(O)NR''R", N3, CN, NO,, SR, S(O),R?, NR''S(0),R?, -C(=O)R"!, -C(=0)OR"", -
C(=O)NR'R”?, —C=0)SR'", -S(0),(0R'), -SO,NR'R"’, -NR!S(O),(OR'"), -
NR'SO,NR'R'?, NR"C(=NR'")NR'R" halogen, (C(-Cglalkyl, (Cy-Cgalkenyl, (C,-
Cglalkynyl, aryl(C;-Cg)alkyl, C¢Cyo aryl, Cs-Cs heterocyclyl, (C;-Cq)cycloalkyl or (Cs-
Cs)carbocycelylalkyl;

or two R* on adjacent carbon atoms, when taken together, may optionally form a double
bond between the two carbons to which they are attached or may form a (C;-Cy)cycloalkyl ring
wherein one carbon atom of said (C;-C7)cycloalkyl ring may be optionally replaced by —O—, —S—,
—S(0)p—, -NH- or -NR"*—;

or four R* on adjacent carbon atoms, when taken together, may optionally form an
optionally substituted Cg aryl ring;

or two R* on the same carbon atom, when taken together, may optionally form a (Cs-
C7)eycloalkyl ring wherein one carbon atom of said (C3;-Cy)cycloalkyl ring may be optionally
replaced by —O—, —S—, —S(O)p—, -NH- or -NR’—;

or two R® on adjacent carbon atoms, when taken together, may optionally form a (Cs-
Cy)eycloalkyl ring wherein one carbon atom of said (C;-Cq)cycloalkyl ring may be optionally
replaced by —O—, ~S—, —=$(0)p—, -NH- or —-NR*—;

each R” is independently (C-Cg)alkyl, (C,-Cg)haloalkyl, (C»-Cg)alkenyl, (C»-Cg)alkynyl,
aryl(C;-Cg)alkyl, C¢-Cag aryl, Ca-Cag heterocyelyl, (Cs-Cr)eycloalkyl or (C4-Cg)carbocyclylalkyl
wherein any (C;-Cg)alkyl, (C;-Cs)haloalkyl, (C;-Cg)alkenyl or (C,-Cs)alkynyl of R? is optionally
substituted with one or more OH, NH, CO;H, C5-Cy heterocyclyl, and wherein any aryl(C,-
Cglalkyl, Cg-Cyg aryl, C,-Cyg heterocyclyl, (Cs-Cq)eycloalkyl or (C4-Cg)earbocyclylalkyl of R is
optionally substituted with one or more OH, NHj, CO;H, C;-Cyg heterocyclyl or (C-Cg)alkyl;
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each RM or R" is independently H, (C;-Cs)alkyl, (C,-Cg)alkenyl, (C,-Cs)alkynyl, aryl(C)-
Cglalkyl, C¢-Cy aryl, C-Cy heterocyclyl, (C;-Cj)cycloalkyl, (Cs-Cg)carbocyclylalkyl, —
C(=0)R", —S(0O),R" or aryl(C,-Cg)alkyl; or R' and R' taken together with a nitrogen to which
they are both attached form a 3 to 7 membered heterocyclic ring wherein any one carbon atom of
said heterocyclic ring can optionally be replaced with —O-, —S—, ~S(Q)p—, -NH—, -NR*—or —
C(0) —; and

wherein each (C,-Cg)alkyl, (Cy-Cg)alkenyl, (C,-Cg)alkynyl, aryl(C-Csg)alkyl, Cs-Cag aryl,
C5-Cyp heterocyclyl, (Cs-Cqleycloalkyl or (Cs-Cg)carbocyclylalkyl of each RS, R or R js,
independently, optionally substituted with one or more oxo, halogen, hydroxy, NH;, CN, Ns,
N(R",, NHR?, SH, SR® S(O),R? OR", (C|-Cg)alkyl, (C;-Cs)haloalkyl, -C(O)R’, -C(O)H, —
C(=0)OR’, —-C(=0)OH, —C(=0)N(R™),, —C(=0)NHR®, —-C(=0)NH,, NHS(0),R", NR*S(O),R’,
NHC(O)R?, NR'C(O)R?, NHC(O)OR?, NR’C(O)OR®, NR*C(O)NHR®, NR*C(O)N(RY,
NR*C(O)NH,, NHC(O)NHR?, NHC(O)N(R";, NHC(O)NH,, =NH, =NOH, =NOR’
NR'S(O),NHR?, NR°S(O),N(R%),, NR'S(O),NH,, NHS(0),NHR", NHS(O),N(Ra),,
NHS(0),NH,, -OC(=0)R’, —OP(0)(OH); or R".

50.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B20)

having a structure selected from:

R.l' R]

3AHN\/K

H N
A >
SN YAV
R3 e )\ R3>< = /L
N =
N R8 N N RS
/k Rz /K R2
}|( 0] }I{ O
Ar and Ar

a pharmaceutically acceptable salt or ester,

wherein:

A is «(C(R*),)u— wherein any one C(R*), of said —(C(R*)2)n- may be optionally replaced
with ~O—, —S—, —=S(0),—, NH or NR%

nis3,4,5o0r6;

eachpis 1 or2;

Ar is a Cy-Cy heterocyclyl group or a Cs-Cyg aryl group, wherein the Cy-Cyg heterocyclyl
group or the Cg-Cag aryl group is optionally substituted with 1 to 5 R®;
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X is “C(RP)R™) -, -N(CH,R") — or X is absent;

Y is N or CR’;

each R', R?, R*, R*, R°, R%, R’ or R® is independently H, oxo, OR', NR!R?,
NR''C(O)R", NR''C(0)OR"", NR"'C(O)NR"'R"?, N3, CN, NO,, SR'!, S(0),R*, NR''S(0),R?, -
C(=0)R", -C(=0)OR", -C(=O)NR'R'", -C(=0)SR', -S(0),(OR'), -SO,NR'R -
NR''S(0),(OR"), -NR''SO,NR"R", NR"CE=NR!IDHNRURZ, halogen, (Ci-Csalkyl, (Co-
Cyglalkenyl, (Ca-Cg)alkynyl, aryl(C,-Cs)alkyl, C¢-Cyg aryl, C2-Cyg heterocyelyl, (Cs-Cr)eycloalkyl
or (C4-Cg)carbocyclylalkyl;

two R? on adjacent carbon atoms, when taken together, may form a double bond between
the two carbons to which they are attached or may form a (C3-C7)cycloalkyl ring wherein one
carbon atom of said (Cs-Cy)cycloalkyl ring may be optionally replaced by —O—, —-S—, =S(O),—, —
NH-- or -NR"-;

four R* on adjacent carbon atoms, when taken together, may form an optionally
substituted Cg aryl ring;

two R* on the same carbon atom, when taken together, may form a (C3-Cq)cycloalkyl ring
wherein one carbon atom of said (Cs-Cy)cycloalkyl ring may be optionally replaced by -O—, —S—,
—S(0)p—, -NH- or -NR’~;

two R® on adjacent carbon atoms, when taken together, may form a (C;-C7)cycloalkyl
ring wherein one carbon atom of said (C3-C;)cycloalkyl ring may be optionally replaced by —O—,
—S—, =S(0)—, -NH- or -NR’~;

any R® adjacent to the obligate carbonyl group of said Ar, when taken together with R’
may form a bond or a <(C(R*)3)um— group wherein mis 1 or 2;

any R® adjacent to the obligate carbonyl group of said Ar, when taken together with R,
may form a bond;

each R” is independently (C;-Cs)alkyl, (C;-Cg)haloalkyl, (Cz-Cg)alkenyl, (C2-Cgalkynyl,
aryl(C;-Cyglalkyl, C4-Cyp aryl, Co-Cyp heterocyclyl, (Cs-Cr)eycloalkyl or (C4-Cg)earbocyelylalkyl
wherein any (C;-Cg)alkyl, (Ci~Cg)haloalkyl, (C>-Cs)alkenyl or (C,-Cs)alkynyl of R? is optionally
substituted with one or more OH, NH,, CO,H, C;-Cy heterocyclyl, and wherein any aryl(C;-
Cg)alkyl, Cg-Cyg aryl, Co-Cyg heterocyclyl, (Cs-Cq)eycloalkyl or (C4-Cy)carbocyclylalkyl of R? is
optionally substituted with one or more OH, NH,, CO:H, C,-Cyg heterocyclyl or (C1-Cg)alkyl;
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each R" or R" is independently I, (C;-Cg)alkyl, (C2-Cgalkenyl, (Co-Cglalkynyl, aryl(C;-
Cglalkyl, C¢-Cyo aryl, C»-Cy heterocyclyl, (Cs-Cy)eycloalkyl, (C4-Cg)carbocyclylalkyl, —
C(=0)R?, —S(O),R?, or aryl(C;-Cg)alkyl; or R'' and R' taken together with a nitrogen to which
they are both attached form a 3 to 7 membered heterocyclic ring wherein any one carbon atom of
said heterocyclic ring can optionally be replaced with —O-, ~8-, ~8(0),—, -NH—, -NR’- or —
CO) =

R2is H or (C;-Cglalkyl;

R" is H, (C-Cglalkyl, NR!'R'2, NR"c(O)R", NR"'C(O)OR!, NR"C(O)NR"R",
NR''S(0),R?, -NR''S(0),(OR"") or NR''SO,NR''R"; and

wherein each (C;-Cg)alkyl, (C>-Cg)alkenyl, (Co-Cg)alkynyl, aryl(C;-Cg)alkyl, C-Cso aryl,
C,-Cag heterocyclyl, (C3-Co)oyceloalkyl or (C4-Cg)earbocyelylalkyl of each R!, R%, R?, RY, R, RS,
R’, R®, R or R" is, independently, optionally substituted with one or more oxo, halogen,
hydroxy, NH;, CN, N3, N(R*),, NHR?, SH, SR?, S(0);R?, OR?, (C;-Cs)alkyl, (C,-Cghaloalkyl, —
C(O)R?, —C(O)H, —-C(=0)OR? —C(=0)OH, —-C(=O)N(R");, -C(=O)NHR? —C(=0O)NH,,
NHS(0}),R?, NR*S(0),R", NHC(O)R?, NR*C(O)R?, NHC(O)OR?, NR*C(0)OR®, NR*C(O)NHR?,
NR*C(O)N(R¥);, NR*C(O)NH,, NHC(O)NHR?, NHC(O)N(R®);, NHC(O)NH,, =NH, =NOH,
=NOR®, NR’S(0),NHR? NR’S(0),N(R*,, NR*S(0);NH;, NHS(O),NHR®, NHS(O);N(R"2,
NHS(0),NH,, ~-OC(=0)R?, ~OP(O)}(OH); or R*.

51.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B21)

having the structure:

: M

wherein:

A is selected from the group consisting of an optionally substituted cycloalkyl, an
optionally substituted cycloalkenyl, an optionally substituted aryl, an optionally substituted
aryl(C.» alkyl), an optionally substituted heteroaryl and an optionally substituted heterocyclyl;

W is O, S, C=0, C=S, NR**®, 5=0, §(=0), or —-C(R"}R'*)-;

Vis N or CH;

E is C or N; provided that when E is N, then R*' is absent;
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RQ

N
3/Y (‘71 Y\g,Rm

B
Z is selected from the group consisting of g X , L2
NS [ Y S

R Ll 2 and R16 :

Y is selected from the group consisting of an optionally substituted acylalkyl, an
optionally substituted cycloalkyl, an optionally substituted cycloalkenyl, an optionally
substituted aryl, an optionally substituted heteroaryl and an optionally substituted heterocyelyl;

----=—-- between X and X° represents a single or double bond between X2 and X3;

wherein when ------ is a double bond, then X! is NR*! or CR®**R®, X?is N
(nitrogen) or CR™, and X° is N (nitrogen) or CR* and when ---=---- is a single
bond, then X' is NR* or CR*RS, X? is O, NR’, C(=0) or CR™)R™), and X°
is NR*, C(=0), CR*R® or CH,CH,C(=0); or

X', X* and X° are each independently C (carbon), N (nitrogen), O (oxygen) or C(=0),
and form a mono-cyclic ring selected from the group consisting of an optionally substituted
mono-cyclic heteroaryl and an optionally substituted mono-cyclic heterocyclyl by joining X' and
X together; and provided that at least one of X', X* and X° comprises a nitrogen atom, with the
proviso that the valencies of X', X? and X* are satisfied with a substituent selected from the
group consisting of hydrogen and an optionally substituted Cj4 alkyl; and X', X* and X’ are
uncharged;

L' is -C(R7)z-, -CR'®)CR ™M), -CR"*2)=CR¥P)- or -C(R');N(R*)-:

L? is -C(R*"),-, -N(R?")-, S, or O;

each L’ is independently -C(R*%),-, -C(R**),C(R®**);- or -C(RP2)=C(R**)-;

provided that when L' is -C(R'*),N(R"**')-, then L? is -C(R*"),-;

R! is hydrogen or an unsubstituted C,4 alkyl;

R'*" and R'™ are each independently hydrogen, hydroxy or an unsubstituted C; alkyl;

R? and R*' are each independently selected from the group consisting of hydrogen, an

optionally substituted C,4 alkyl, alkoxyalkyl, aminoalkyl, hydroxyalkyl, hydroxy, an optionally
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substituted aryl(C,.¢ alkyl), an optionally substituted heteroaryl(C,.; alkyl) and an optionally
substituted heterocyclyl(C,6 alkyl); or

R' and R?, together with the atoms to which they are attached, are joined to form an
optionally substituted 5-membered heterocyclic ring or an optionally substituted 6-membered
heterocyclic ring, R*! is selected from the group consisting of hydrogen, an optionally
substituted C,4 alkyl, alkoxyalkyl, aminoalkyl, hydroxyalkyl, hydroxy, an optionally substituted
aryl{(Ci alkyl), an optionally substituted heteroaryl(C1-6 alkyl) and an optionally substituted
heterocyclyl(C.¢ alkyl);

R**! R*? and R™ are each independently hydrogen or an unsubstituted Cy4 alkyl;

R* is selected from the group consisting of hydrogen, an optionally substituted C).5 alkyl,
an optionally substituted C,g alkenyl, an optionally substituted C,g alkynyl, an optionally
substituted Cs.4 cycloalkyl, an optionally substituted aryl, an optionally substituted heteroaryl, an
optionally substituted heterocyclyl, an optionally substituted Cs4 cycloalkyl(Ci¢ alkyl), an
optionally substituted aryl(Cy alkyl), an optionally substituted heteroaryl(C,.s alkyl), an
optionally substituted heterocyclyl(Ci alkyl), halo(Ci.s alkyl), an optionally substituted
hydroxyalkyl, an optionally substituted alkoxyalkyl and cyano;

R®, R’, and R™ are each independently hydrogen or an unsubstituted C; alkyl;

R and R™ are each independently hydrogen or an unsubstituted C,_4 alkyl;

R® is hydrogen or optionally substituted C, alkyl;

Rg, Rm, R, R'Z, R" , RH, R"” and R' are cach independently hydrogen or an
unsubstituted Ci4 alkyl; or R’ and R', R'" and R", R"”® and R"™, and R and R, are each
independently taken together form an optionally substituted cycloalkyl, an optionally substituted
aryl, an optionally substituted heteroaryl or an optionally substituted heterocyelyl; and

each R, cach R'®, ecach R'** R'%2 R'% cach R'®, R", each R*, R*, each R*, each
RZ, each R®**, R?%2 4nd R¥** are each independently hydrogen or an unsubstituted C)4 alkyl.

52.  The use of any one of Claims 1-6, wherein Compound (B) is Formula (B22)

having the structure:

A—L—Y 4

wherein: L is selected from the group consisting of’
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ia 3a 1

R
R2a1 R3a1 R2b1
- 2 .- X4b
T}éi11/// \\\4///,J<::: X \\ ,?%5 ;g\Tr// \\\¥//JL\\X X\‘<X3bﬁal

(la), (Ib),
R’]d
R4¢ I R2d1
o ()
T =
R% (Icyand O R2 (1d);

A is selected from the group consisting of an optionally substituted cycloalkyl, an
optionally substituted cycloalkenyl, an optionally substituted aryl, an optionally substituted
aryl(Ci alkyl), an optionally substituted heteroaryl and an optionally substituted heterocyclyl;

Y is selected from the group consisting of an optionally substituted cycloalkyl, an
optionally substituted cycloalkenyl, an optionally substituted aryl, an optionally substituted
heteroaryl and an optionally substituted heterocyclyl;

R R™® R'°and R' are each independently hydrogen or an unsubstituted C,_4 alkyl;

R* R R? R?®! R R?! R™ and R*¥ are each independently selected from the group
consisting of hydrogen, an optionally substituted C,.4 alkyl, an optionally substituted aryl(C,
alkyl), an optionally substituted heterocyclyl(C s alkyl), an alkoxyalkyl, an aminoalkyl, a
hydroxyalkyl and hydroxy; or

R* is hydrogen, and R'® and R together with the atoms to which they are attached form
an optionally substituted 5 membered heterocyclyl or an optionally substituted 6 membered
heterocyelyl, R*®' is hydrogen, and R'® and R* together with the atoms to which they are
attached form an optionally substituted 5 membered heterocyclyl or an optionally substituted 6
membered heterocyclyl;

——————- between X' and X* represents a single or double bond between X' and X**; ———--

- between X** and X™* represents a single or double bond between X** and X% provided that ——-

----- -—--- between X'* and X** and -——---- between X** and X°* cannot be both double bonds and at
least one of --——--—- is a double bond;
when -------- between X'* and X* represents a double bond and -------- between X** and

X* is a single bond, then X' is N or CR*!, X* is N or CR™ and X** is NR®, C(=0) or
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CR*R®3: and when ------—- between X' and X represents a single bond and -—------ between
X* and X** is a double bond, then X' is NR* or CR*’R*?, X* is N or CR™ and X* is N or
CR®; or

X% X% and X** are each independently C, N, O or C(=0), and form a ring or ring system
sclected from an optionally substituted aryl, an optionally substituted heteroaryl and an
optionally substituted heterocyclyl by joining X' and X* together; with the proviso that the
valencies of X", X** and X*® are each independently satisfied with a substituent selected from
hydrogen and an optionally substituted C .4 alkyl, and X', X** and X3 are uncharged,;

R*® and R* are each independently selected from the group consisting of hydrogen,
hydroxy, halogen, amino, an optionally substituted C;4 alkyl, an optionally substituted Cz4
alkenyl, an optionally substituted C,4 alkynyl, an optionally substituted Cs4 cycloalkyl, an

optionally substituted C,4 alkoxy, -O-carboxy, an optionally substituted heteroaryl, an optionally

NH,
/__/
=N OH
substituted heterocyclyl, CHF,, CF; and O , provided that R* and R*' cannot be both

hydrogen; or R* and R*! together form =N-OR?; or R** and R*' together with the atom to which
they are attached form an optionally substituted 3 membered ring, an optionally substituted 4
membered ring, an optionally substituted 5 membered ring or an optionally substituted 6
membered ring;

R* R*! R*? and R*® are each independently hydrogen or an unsubstituted C)4 alkyl;

R* is hydrogen or an unsubstituted C;.4 alkyl;

R* and R® are each independently hydrogen, an optionally substituted C)4 alkyl or an
optionally substituted alkoxyalkyl;

R%*? and R®* are each independently hydrogen or an unsubstituted C 4 alkyl;

X" X? and X? are each independently C, N, O or C(=0), and form a bi-cyclic ring
selected from an optionally substituted bi-cyclic heteroaryl and an optionally substituted bi-
cyclic heterocyelyl by joining X™ and X" together, wherein --———--- between X"™ and X*
represents a single or double bond between X' and X*; - between X" and X" represents a
single or double bond between X and X*°; and provided that at least one of X! X% and X

comprises a nitrogen atom and both -------- cannot be double bonds; with the proviso that the
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valencies of X'®, X*® and X" are each independently satisfied with a substituent selected from
hydrogen and an optionally substituted C_4 alkyl; and X'®, X*® and X*° are uncharged;

R* and R*! are each independently selected from the group consisting of hydrogen,
hydroxy, halogen, amino, an optionally substituted C,4 alkyl, an optionally substituted Cp4
alkenyl, an optionally substituted C;4 alkynyl, an optionally substituted Ci¢ cycloalkyl, an
optionally substituted C;.4alkoxy, -O-carboxy, an optionally substituted heteroaryl, an optionally

NH,
/_/
=N oH
substituted heterocyclyl, CHF,, CF; and O , provided that R* and R*®' cannot be both

hydrogen; or R* and R**' together form =N-OR®; or R* and R*! together with the atom to which
they are attached form an optionally substituted 3 membered ring, an optionally substituted 4
membered ring, an optionally substituted 5 membered ring or an optionally substituted 6
membered ring;

R® and R® are each independently hydrogen or an unsubstituted C, 4 alkyl;

R* and R are taken together to form an unsubstituted aryl, an unsubstituted heteroaryl
or an optionally substituted heterocyclyl;

Z°is N or CH;

m®is 0 or 1;

ting BY is an optionally substituted Cs cycloalkyl;

ring B is an optionally substituted pyridinyl; and

provided that when L is Formula (Ic), then Y is absent.

53. The use of any one of Claims 1-52, wherein the use comprises one Compound
(B), or a pharmaceutically acceptable salt thereof.

54.  The use of any one of Claims 1-52, wherein the use comprises two of Compound
(B), or a pharmaceutically acceptable salt thereof.

55.  The use of any one of Claims 1-54, wherein R? is chloro.

56.  The use of any one of Claims 1-54, wherein R is azido.

57.  The use of any one of Claims 1-56, wherein R is OH.

58.  The use of any one of Claims 1-56, wherein R is —OC(=0)R*'.

59. The use of Claim 58, wherein R*! is unsubstituted C, s alkyl.
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60.  The use of any one of Claims 1-56, wherein R? is an optionally substituted O-
linked amino acid.

61.  The use of Claim 60, wherein the optionally substituted O-linked amino acid is
selected from the group consisting of alanine, asparagine, aspartate, cysteine, glutamate,
glutamine, glycine, proline, serine, tyrosine, arginine, histidine, isoleucine, leucine, lysine,
methionine, phenylalanine, threonine, tryptophan, valine, ornithine, hypusine, 2-aminoisobutyric
acid, dehydroalanine, gamma-aminobutyric acid, citrulline, beta-alanine, alpha-ethyl-glycine,
alpha-propyl-glycine and norleucine.

62. The use of Claim 61, wherein the optionally substituted O-linked amino acid has

z_o RC! RC2
the structure O NHz  wherein R“! can be sclected from hydrogen, an optionally
substituted Cp¢ alkyl, an optionally substituted C, haloalkyl, an optionally substituted Cs.
cycloalkyl, an optionally substituted Cs aryl, an optionally substituted Cjo aryl and an optionally
substituted aryl(C, alkyl); and R? can be hydrogen or an optionally substituted C;. alkyl; or
R and R®? can be taken together to form an optionally substituted C;.¢ cycloalkyl.

63.  The use of any one of Claims 1-62, wherein R! is hydrogen.

64.  The use of any one of Claims 1-62, wherein R' is an optionally substituted acyl.

65. The use of Claim 64, wherein the optionally substituted acyl is ~C(=O)R®,
wherein R®! is an optionally substituted Cj4 alkyl or an optionally substituted C;_4 cycloalkyl.

66. The use of Claim 65, wherein R®' is unsubstituted C g alkyl.

67.  The use of any one of Claims 1-62, wherein R' is an optionally substituted O-
linked amino acid.

68.  The use of Claim 67, wherein the optionally substituted O-linked amino acid is
selected from the group consisting of alanine, asparagine, aspartate, cysteine, glutamate,
glutamine, glycine, proline, serine, tyrosine, arginine, histidine, isoleucine, leucine, lysine,
methionine, phenylalanine, threonine, tryptophan, valine, ornithine, hypusine, 2-aminoisobutyric
acid, dehydroalanine, gamma-aminobutyric acid, citrulline, beta-alanine, alpha-ethyl-glycine,

alpha-propyl-glycine and norleucine.
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69.  The use of Claim 67, wherein the optionally substituted O-linked amino acid has

z_ o RS R

o NH: | wherein R®® can be selected from hydrogen, an optionally

the structure
substituted C, alkyl, an optionally substituted C,¢ haloalkyl, an optionally substituted Cig
cycloalkyl, an optionally substituted Cg aryl, an optionally substituted C)y aryl and an optionally
substituted aryl(Ci. alkyl); and R* can be hydrogen or an optionally substituted C;4 alkyl; or

R and R“* can be taken together to form an optionally substituted Cs. cycloalkyl.

RGO—IT'
70.  The use of any one of Claims 1-62, wherein R' is OR" |
71.  The use of Claim 70, wherein R® and R’ are independently absent or H.

72. The wuse of Claim 70, wherein R® and R’ are independently

HaC(H,Ci7 =07 Y
0]

: or wherein one of R® and

R'is , and the other of R® and R’ is absent or H.

73. The use of Claim 72, wherein R® and R’ are independently
0

0 0
EL/\O)J\C.‘_% alkyl '-%1/\0)"\0_01_24 alkyl o jsfr\/\s )‘L

74.  The use of any one of Claims 2-62, wherein R! is
75. The use of Claim 74, wherein m is 1.

76. The use of Claim 74, wherein m is 2.
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77.  The use of any one of Claims 1-54, wherein Compound (A) is selected from the

group consisting of:
NH, D

(\\I(\I D %\(
D - NH |

TS ST ey

Ng—\ / © N{‘ /T Na— v, O

HO F , HO F , Ho  F and
NH-»
A
HO-\_O N‘(B
Cl—""\
HO F , or a pharmaceutically acceptable salt of any of the foregoing.

78. The use of any one of Claims 1-54, wherein Compound (A) is selected from the

group consisting of;
NH,

-
r

o S o F

Y&o :

NH, NH,

CI—"\ G-\
0 J/HA
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HO F ,
NH,
o 7 \N
Mo o N
N3_\ - -
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HO F , HO F , 2 ,
NH, NH,
4 \N O EL\N
p.P |
HO_’>((_)7N_§ e \l)ko N/J%O
N3 7 A
< ‘. C['—-—._\‘
0 F 0 o N_ﬁ O, ¢ =
‘zzo \ _)(_7’ o 48—0 F
3 —
HO F and , or a

pharmaceutically acceptable salt of any of the foregoing.
79.  The use of any one of Claims 1-54, wherein Compound (A) is selected from the
group consisting of:
NH>

0 N
P i | A NH
0 0—P—0~ o N0 2
| ‘\g HyG(H,C)17—0” Y 0 . 0 (/—\{N
o

0 \\\' (A
Cl— O FAN
KA HO" O0— o N—
O HO F | Cl\w o
HO F
NH,
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NH»
o 4 \ﬁ
>'\ws\/\0—'ﬁ*—o o N 9
I A ‘v @) \{/U\O/\O—P\o = NH,
Ng— :— ' )
3 o O «N
HO F r ; N
S 0 0 Na‘“:‘. "0
>‘/§o I o' F
and

pharmaceutically acceptable salt of any of the foregoing.

, or a

80.  The use of any one of Claims 2-54, wherein Compound (A) is selected from the

group consisting of:

NH, NH,
oo -, o0 -
______ N PO PV D — N
HO Fl’ O I? O I? 0 0 %O HO I|3 0] ||3 O Il3 0] 0 _<O
OH OH OH N OH OH OH s
Cl—" — Ng—
HO F and HO F ,ora

pharmaceutically acceptable salt of any of the foregoing.
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