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WHAT IS CLAIMED IS:
1. Use of an effective amount of & compound selected from Formula (I}, Formula

(1), and Formula (TT1), or a pharmaceutically acceptable salt of the foregoing, for amclioring or

treating a viral infection caused by a virus selected from a henipavirus. a tnorbillivivus, 8

respirovirus, a rubulavirus and a metapneumovirus, wherein the compound is selected fy,

Formula (), Formula (II), and Formula (III) has one of the following structures:
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whercin:
B'*B'" and B are i
an optionally substituted hoferocyclic base with a protected amino group;
R'A is selected fom the group consisting of hydrogen, an optionally substituted
i i
R""*o—T—g RaAo-—-r%——g

OR'A, R*  and

cpendently an optionally substituted heterocyclic base or

acyl, an optifnally substituted O-}inked amino acid,

) of Formula (I) is a single bond, R** is CH,, and R™

is O (oxygen);
when the dashed ling (-we---
group consisting of an optionally substituted C,.s alkyl, an optionally substituted Cs
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alkenyl, an optionally substitutcd Ca.¢ alkynyl, an optionally substituted Ci6 cyc vl

an optionally substituted ~O-Cy¢ alkyl, an optiopally substituted —(0-Cy.4 alkenyl, an
optionally substituted ~<O-Cy.s alkynyl and cyano, and R** s selected from the group
consisting of OH, -OC(=0)R"* and an optionally substituted O-linked amino acid;

R5
JSS ~0
R' is selected [rom the group comsisting of O, OH,

o)
8B 9B

) I )k
O
;f\o Z2BJ.L R108 '?13_/ \/\S R11B ’

an ghtionally substituted

N-linked amino acid and an optionally substituted N-linked amiyb acid ester derivative;
p consisting ot O, OH, an
REC R‘IOC

f‘i\o R11C

R'C and R arc independently selected from the gr

optionally substituted Cis

ri2c  grtc Q

JJJJ\O Z1CJLR14C, H-ll/

N-linked amino acid and an optiopflly substituted N-linked amino acid ester derivative;

or

" and R* is O or OH;

are independently sclecied from the group consisting of an
optionally ghbstituted Ci¢ alkyl, an optionally substituted Ca.; alkenyl, an optionally
substitutgi Co5 alkynyl, an optionally substituted Cig cycloalkyl, an optionally

tituted ~O~Cj.s alkyny! and cyano;

R“C is selected from the group consisting of OH, ~OC(=0)R” and an optionally
substituted O-linked amino acid;
R*, R*® and R are independently a halogen;

R*, R* and R* arc independently hydrogen or halogen;
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R, R™ and R* are independently selected from the group consisting o

hydrogen, an optionally substituted Ci.4 alkyl, an optionally substituted Cz.24 alkenyl, an
optionally substituted Ciz4 alkynyl, an optionally substituted Cas cycloalkyl, an
optionally substituted Ci.¢ cycloalkenyl, an optionally substituted aryl, an optionally
substituted heteroaryl, an optionally substituted aryl(Ci.¢ alkyl), an optionally substit
*_(CRIR'A)O~Ci2¢ alkyl, an optiomally substituted *~(CR'7AR'™*)-

RISA  RZA
RUA  REA R 0

%L '7.LL><24A R24A

alkenyl, 0 .

—~d %\”

REGA R27A

R* is M and R7* |s absent or hydrogen; or

R® and R™ are taken togfbther to form a moicty selected from the group

x

consisting of an optighally substiruted and an optionally substituted

six-membered to ten-membered ring system;.

is independently selecled from the group consisting of an optionally

1 alkynyl, an opticnally substituted Ci.s cycloalkyl, an optionally substituted Cag
yeloalkenyl, NR*™R*'*, an optionally substituted N-linked amino acid and an
optionally substituted N-linked amino acid ester derivative;

R'% and R''* are independently an optionally substituted N-linked amino acid or
an optionally substituted N-linked amino acid cster derivative;

R'?A, R1* and R'** are independently absent or hydrogen;
264
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each R'5A, each R'®*, cach R'7 and each R'* are independent ye ?\%rogcn, 2n
optionally substituted Cy.o4 alkyl or alkoXy;

RI%, RPA RZA RBA RSB REB R RIB RSC pIC RUC ung RIC g
independently selected from the group consisting of hydrogen, an optionally substituted
Cy.24 alkyl and an optionally substituted aryl;

R¥A R¥A R™ RIB RHC and RYC arc independently selected from the £roup
consisting of hydrogen, an optionally substituted C,4 alkyl, an optionally gfostituted
aryl, an optionally substituted ~0~Cj .34 alky! and an optionally substituted —#-aryl;

R¥*A R R''® and R'*C are independently selected from the grofip consisting of
hydrogen, an opticnally substituted C,.24 alkyl and an optionally subgiftuted aryl;

R'C R and R'C are indcpeﬁdently absent or hydrogen;

R™* and R are independently -C=N or an optionpfly substituted substituent
selected from the group consisting of Cz.3 organylcarbony/Ca.s alkoxycarbonyl and Cay
organylaminocarbonyl;

R% is selccted from the group consisting ydrogen, an optionaily substituted
Cy.2s-alkyl, an optionally substituted Ca.p4 alkeny# an optionally substituted Cas4 alkynyl,
an optionally substituted Cs.5 cycloalkyl and g# optionally substituted Cj.5 cycloalkenyl:

R*** and R*'* are independently spfected from the group consisting of hydrogen,
an optionally substituted Cj.y4-alkyl, apfoptionally substituted Cs.34 alkenyl, an optionally
substituted Cays alkynyl, an oprigfally substituted Cs cycloalkyl and an optionally
substituted Cj.¢ cycloalkenyl;
for Formula (I1T), --~-#4- is a single bond or a double bond;

when -/ is a single bond, cach R’ and cach R* is independently
hydrogen or hpfogen; and

LT — is @ double bond, each R’® is absent and each R®¢ is
independently hydrogen or halogen;

R™AIRC are indcpendently an oprionally substituted‘Cl.gq—alkyi;

and n are independently 0 or 1;
p and q are independently selected from the group consisting of 1, 2 and 3;
risior2;

Z'", 2, A, 2, 2'8 778 and 2'© are independently O or S; and
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provided that when the dashed line (---—- )} of Formula (I} is a‘crsent;cgM 15
2A
R“‘O-P-—-%

1

R%  wherein R¥ is an unsubstituted C,4 alky! or phenyl optionally parg,
substiluted with a halogen or methy! and R** is methyl ester, ethyl ester, isopropyl epfer,

n-buty! ester, benzy} ester or phenyl ester of an amino acid selected from thg/group

be allenyl; _

provided that when the dashed line (-~----) of Fornfila (I} is absent; R'* is H; R*A
is OH; R* is fluoro; R* is hydrogen; and B'* is apunsubstituted thymine; then R**
cannot be C; alkyl substituted with an N-amido; a
of Formula (1) is absent; R'* is H; R**

an unsubstituted cytosine; then R** cannot

provided thar when the dashed line (-«
is OH; R* is fluoro; R™ is fluoro; and B'" #
 be ethynyl.

2. A method for ameliorating Ar treating a viral infection caused by a virus
comprising adniinistering to or contaclipf a cell in a subject with an effective amount of a
compound selected from Formula (I)/Formula (II), and Formula (1IT), or a pharmaceutically
acceptable salt of the foregoingd wherein the virus is selected from a henipavirus, a
morbiliivirus, a respirovirus, a pbulavirus and a metapneumovirus, and wherein the comﬁound

is selected from Formula (T) Aormula (II), and Formula (III) has one of the following structures:

1A 1B
. O Rzallll O -HrIIIIH
nlllIﬂH H / R4B

RGA 5 )
2’5=T———-0" R®
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.
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wherein;

2
——P—% R5A0—~p—§
. . [ A I9A
acyl, an optionatly substituted O-linked amino acid, OR™, R* and
A
R’OA-P*—%
FL‘HA .
when the dashed line (-----) offformula (1) is a single bond, R** is CH;, and R**
is O (oxygen),

when the dashed line (£---) of Formula ([) is absent, R* is selecied from the

group consisting of an optighally substituted C,¢ alkyl, an optionally substituted Cog
alkenyl, an optionally supfitituted Cas alkynyl, an optionally substituted Cj. cycloalkyl,
an optionally substityfed ~O—C,.s alkyl, an optionally substituted —0—Cs4 alkenyl, an
optionally substityfd ~O-Cs.6 alkynyl and cyano, and R* is selected from the group

, ~OC(=0)R™" and an optionally substituted O-linked amino acid;
RSB 68

‘PJ\O R7B

R'® is selected from the group comsisting of O, OH, 0 ,
O

consisting of G,

REB 8 O )L
Qo
réj\o 7_2BJJ\R108 ile_/ R R"B

N-linked amino acid and an optionally substituted N-linked amino acid ester derivative;

. an optionally substituted
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R'C and R are independently selected from the group consisting of O', OH, an
RQC 10C

fj\o R11C

optionally substituted Cie alkoxy, O
Q

R12C R1SCO )j\
O
.rHJ\X Jj\auc LL'z_/ \/\S R15¢

] Z71° , an optionally/substituted

N-linked amino acid and an optionally substituted N-linked amino acid géter derivative;

0
|
R‘GGO—P—O EL 0
OR'I? (I)R‘]GC
R'Cis N and R is O gf OH;

R?® and R’ are indcpendently selected fom the proup conmsisting of an

or

optionally substituted Cys alkyl, an optionally sffbstituted Ca.s alkenyl, an optionally
substituted Ca.s alkynyl, an optionally subfiituted Cjg cycloalkyl, an optionally
substituted —-0O-Cy.s alkyl, an optionally fubstituted ~O—Cs.s alkenyl, an optionally
substituted —O0—~Cs.5 alkynyl and ¢yano;

R*C is selected from the groyy consisting of OH, ~OC(=0)R"* and an optionaily
substituted O-linked amino acid;

’* R*Pand R are igdependently a halogen;

R*A, R*® and RC apfindependently hydrogen or halogen;

R®, R and R¥/are independently selccted from the group consisting of absent,

hydrogen, an aptionglly substituted Cy.»4 alkyl, an optionally substituted C;4 alkenyl, an
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R‘I 9A RZDA

o RUA  RZA RzaAjJ)\ 0
EX A

Z4A R24A ;T‘S \\//\S

alkenyl, 0 .
25A RZYA

O
ﬁ
R12A0—p O""’“‘P
l R‘I3A l RMA
R m and R™ js 4

R“ and R’ are taken together to form a piety selected from the group

*

sent or hydrogen; or

consisting of an optionally substituted and an optionally substituted

-

\D , wherein the oxyggffs connected to R* and R’, the phosphorus and the

moiety form a six-membered to #n-membered ring system;.
R* is independently selected from the group consisting of an optionally

substituted Cj4 alkyl, ap/foptionally substituted Cz.24 alkenyl, an optionally substituted

ly substituted N-linked amino acid cster derivative;
122 RPA and R** are independently absent or hydrogen;
each R*4, cach R'%, cach R'7 and cach R'®* are independently hydrogen, an
ptionally substituted Ci54 alkyl or alkoxy;

R.NA, R2DA= RIJA‘ RZBI‘\f RSB, REB, RsB’ R‘?B’ RDC, RIOC‘ RI.’EC and RIZC are
independently selected from the group consisting of hydrogen, an optionally substituted

C .24 alkyl and an optionally substiwred aryl;
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R¥A R4 R R'%® R''C and R™C are independenitly selected from the grotp

consisting of hydrogen, an optionally substituted C;..¢ alkyl, an optionaliy substituled
aryl, an optionally substituted —-0-C.24 alkyl and an optionally substituted ~O-aryl;

R¥A R¥ R'™ and R'C are independently selected from the group consisting of,
hydrogen, an optionally substituted Cj.o4 alkyl and an optionally substituted aryl;

R'C, R'7C and R'®C are independently absent or hydrogen;

R¥™" and R¥" are independently -C=N or an optionally substituted sybstituent
selected from the group consisting of Ca.y organylcarbonyl, Cys alkoxycarbghiyl and Cy.4
organylaminocarbonyl;

R®A is selccted from the group consisting of hydrogen, an opfionally substituted
Cyz4-alkyl, an optionaily substituled Ca.z4 alkenyl, an optionally sybstituted Ca.24 alkynyl,
an optionally substituted C;.¢ cycloalky! and an optionally subsptuted Cy.q cycloalkenyl:

R¥™ und R¥'* are independently selected from the pfoup consisting of hydrogen,
an optionally substituted C;.24-alkyl, an optionally substjflited Ca.24 alkenyl, an optionally
substituted Ca.z4 alicynyl, an optionally substituted/Css cycloalkyl and an optionally
substituted Cs.¢ cycloalkenyt;

for Formula ({17}, -=----- is a single bongor a double bond,

when - is a single bopfl, each R'® and each R* is independently

hydrogen-or halogen; and

Substituled with a halogen or methyl and R™ is methy! ester, ethyl ester, isopropyl ester,
n-butyl ester, benzyl ester or phenyl ester of an amino scid selected from the group

consisting of glycine, alanine, valine, leucine, phenylalanine, tryptophan, methionine and
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proline; R** is OH; R*" is fluoro; R* is fluoro or hydrogen; and B' is an unsu betitits
uracil; then R** cannot be <OCHj3;
provided that when the dashed line (~--—) of Formula (I) is absent; R'Ajs H; R*

is OH; R*A is fluoro; R¥ is fluoro; and B'® is an unsubstituted cytosine; then R** canniot

be allenyl;
provided that when the dashed line (------ ) of Formula (1) is absent; R*is

is OH; R* is fluoro; R** is hydrogen; and B is an unsubstitutcd thymine;
cannot be C; alky! substituted with an N-amido; and
 provided that when the dashed line (~----) of Formula (1) is absepfl R'" is H; R*

is OH; R* is fluoro; R** is fluoro; and B'* js an unsubstituted cytosiyé; then R** cannot
be ethynyl. '

The use of Claim 1 or the method of Claim 2, wherein (e virus is a henipavirus.

4. The use or method of Claim 3, wherein the henipavjfis is a nipahvirus.

5. The use of Claim 1 or the method of Claim 2, wifrein the virus is a morbillivirus.

6. The use or method of Claim 5, wherein the m#rbillivirus is the measles virus.

7. The use of Claim 1 or the method of Claiyf’2, wherein the virus is a respirovirus.

8. The use or method of Claim 7, whergif the respirovirus is human parainfluenza
virus 1.

9, The use or method of Claim 7 Avherein the respirovirus is human parainfluenza
virus 3.

10.  The use of Claim 1 or thefmethod of Claim 2, wherein the virus is a rubulavirus.

11.  The use or method of £laim 10, wherein the rubulavirus is the mumps virus.

12, The use or methog/of Claim 10, wherein the rubulavirus is human parainfluenza
virus 2.

13, The use or fMethod of Claim 10, wherein the rubulavirus is human parainfluenza
virus 4.

The usc of any one of Clain 1 or 3-15 or the method of any one of Claims 2-15,
whgfcin the compound is a compound of Formula (1),
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R5“o~r|=~—§
17.  The use or method of Claim 16, wherein R is OR™,
i8.  The use or method of Claim 17, wherein R% and R’ are both hydrogen.
19.  The use or method of Claim 17, wherein R® and R’ are both absent,

20.  The use or method of Claim 17, wherein onc of R®" and R™ {s hydrogen, And the

substituted aryl, an optionally substituted heteroaryl and an optionally £ubstituted aryl(Cis
alkyl).

21, The use or method of Claim 20, wherein the other of J* and R™ is an optionally
substituted C;.z4 alkyl.

22.  The use or method of Claim 17, wherein bo{ R and R’ are independently
selected from the group consisting of an optionally stituted Cy.pe alkyl, an optionally
substituted Cao4 alkenyl, an optionally substituted Cy/s alkynyl, an optionally substituted Cs.
cycloalkyl, an optionally substituted Csg cyclogtkenyl, an optionally substituted aryl, an
optionally substituted heteroary! and an optionalf substituted aryl(Cy.4 alkyl).
23.  The use or method of Clai

substituted Cy.54 alkyl.

2, wherein both R® and R are an optionally

24.  The use or method of (Aaim 17, wherein at least one of’ R% and R™ are selected
RIgA  R20A

"S_L RZ1A R2ZA  R2IA 0

'7,1><Z4A’U\ R24A

from  the of O . .

and
consistifg of absent, hydrogen, an optionally substituted Cj.p4 alkyl, an optionally substituted C,.
3¢ ajfenyl, an optionally substituted C;.5 alkynyl, an optionally substituted Ci¢ cycloalkyl, an
lionally substituted Cis cycloalkenyl, an optionally substituted aryl, an optionally substituted
heteroaryl and an optionally substituted aryl(Cy.g alkyl).
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The use or method of Claim 17, wherein both R®* and R™ B;Reegx%leggggelr{t y1/2014
RISA  R20A
patA  g2A  pua Q
. ] 1&>ﬂ1/ ‘TZLXZAAJLRNA
selected from the group consisting of ) ,
Q
RZGA
: 9

and RZA CRZA

26.  The use or method of any one of Claims 24-25, wherein bo R¥A and R4 are
an optionally substituted Cy.5 organylcarbonyl.

27.  The use or method of Claim 26, wherein the gfftionally substituted Cis
organylcarbonyl is <C(=0)CHj.

28, The use or method of any one of Claims 24-25¢wherein both R% and R are
an optionally substituted Ca.g alkoxycarbonyl.

29.  The use or method of Claim 28, wierein the optionally subslituted Cj.g
alkoxycarbonyl is —C(=0)OCH;CHs.

30. The use or method of Claim 28, wherein the optionally substituted Cig
alkoxycarbonyl is ~C(=0)OCH;.

31, The use or method of any ne of Claims 24-30, wherein R%** is an optionally
substituted C;.4-alkyl

32, ‘the use or mgfhod of any one of Claims 24-25, wherein

Q
g‘-—%—‘fﬂ};
R#A  RTTA is selected from the group consisting of?
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33.  The usc or method of Cl#im 17, wherein R® and R™ are both an optionally
substituted Cy.2a alkyl, '
34, The use or method/dT Claim 17, wherein R* and R™ are both an optionally
substituted C,4 alkenyl.

35.  The use or méthod of Claim 17, wherein R% and R™* are both *~(CR"**R*}),~

O—'Cl.za. alky}.

36,  The us€ or method of Claim 17, wherein R and R™ are both *—(CR'"*R'#*)..-
O-Caasalkenyl.

37. & usc or method of Claim 17, wherein R* and R’ are both an optionally

substituted Ayl
The usc or method of Claim 17, wherein R** and R™ are both an optionally

ted aryl(Cyc alkyl).
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P both

are

19, The use or method of Claim 17, wherein R* and
RIA  R20A

R21A
O
40. The use or method of Claim 17. wherein R4 and R™ are

RE2A 234 O
'771>£Z4AJLR24A
41, The use or method of Claim 17, wherein R®™ an
O

3 \/\s)LRZS‘*.

42. The use or method of Claim 17, wherei
O

R 20A

R’ are both

R™ are both

43, The use or method of wherein R® and R’ are both

°
3
RZ6A TR2A
44 thod of Claim 17, whereln R* and R’ can be taken together to
form a moiety sejcted from the group consisting of an optionally substituted and an

substituted \: : , wherein the oxygens connccted to R** and R™, the
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43, The use or method of Claim 44, wherein R and R™ can be taken tagether to
RIZA

form a moiety sclected from the group consisting of J \D
\ﬁCOZCHS \m

O

. wherein R¥A ig

an optionally substituted aryl, an optionally substituted heteroaryl or an Aptionally substituted
heterocyclyl.
46.  The use or method of any one of Claims 17-45, whep#in Z'* is O.

erein 214 is S.
2A

47,  The use or method of any one of Claims 17-45,

48,  The use or mcthod of Claim 16, wher
49,  The use or method of Claim wherein R* is selected from the group
consisting of absent, hydrogen, an optionally ghbstituted C).a4 alkyl, an optionally substituted C:.
54 alkenyl, an optionally substituted Ca.z4 #kynyl, an optionally substituted Cs.¢ cycloalkyl and
an optionally substituted Cs.; cycloalkghyl; and R is independently selected from the group
consisting of an optionally substityfed C.24 alkyl, an optionally substituted Cz24 alkenyl, an
optionally substituted Ca.ps alkypl, an optionally substituted Cs.¢ cycloalkyl and an optionally
substituted Ca.5 cycloalkenyl,

50, The use ¢/ method of Claim 49, wherein R®A is hydrogen. and R™ is an
optionally substituted

51, The

wherein R*® an

e or method of Claim 48, wherein R* is hydrogen, and R™ is NR*ARY'A,
R* are indcpendently selected from the group consisting of hydrogen, an
optionally stituted Cj.a4 alkyl, an optionally substituted Ci;p4 alkenyl, an optionally
substitutegf Cy.24 alkynyl, an optionaily substituted Cs. cycloalky! and an optionally substituted
Cs.5 cyfioalkenyl.

52.  The use or method of Claim 48, wherein R* is absent or hydrogen; and R* is an
ptionally substituted N-linked amino acid or an optionally substituted N-linked amino acid

aster derjvative.
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53,  The use or method of Claim 48, wherein R¥ is an optionally substi vii

R™ is an optionally substituted N-linked amino acid or an optionally substituted N-linked amino
acid ester derivative.
54.  The use or method of Claim 52 or 53, wherein R’ is selected from the group

consisting of alanine, asparagine, aspartate, cysteine, glutamate, glutamine, glycine, prolj

serine, tyrosine, arginine, histidine, isoleuicine, leucine, lysine, methionine, phenylajfnine,
threonine, tryptophan, valine end ester derivatives thereof.
55, The use or method of Claim 54, wherein R* s selected from the grogh consisting

of alanine isopropyl ester, alanine cyclohexyl ester, alanine neopentyl ester, yaline isopropyl
ester and leucine isopropyl ester.

56. The uvse or method of Claim 52 or 53, wherein has the structure

R3AQ }Ryam

g HN~—-§
wherein R¥A

is selected from the grofip consisting of hydrogen, an
optionally substitutcd C¢-alkyl, an optionally substity#€d Cs.s cycloalkyl, an optionally
substituted aryl, an optionally substituted ary}{C.s alkyly/and an optionally substituted haloalkyl:
R¥A is selected from the group consisting of hydrogkn, an optionally substituted Cy.¢ alkyl, an
optionally substituted C,.; haloalkyl, an optiongfly substituted Cs4 cycloalkyl, an optionally
substituted Cg aryl, an optionally substituted/C,o aryl and an optionally substituted aryl(Ci
alkyl); and R*" is hydrogen or an optiongfy substituted C,4-alkyl; or R*** and R** are taken
together to form an optionally substitugll C;. cycloalkyl.

4
RJ A

57.  The use or method ¢f Claim 56, wherein is an optionally substituted Cy.s-

alkyl,

The use or method of any one of Claims 48-60, wherein 7% 50,

52.  The use or method of any one of Claims 48-60, wherein Z2* is S.

Z3A
RWA——ILI-—E
l
63.  The use or method of Claim 16, whercin R'* ig R1A
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ecely
64. The use or method of Claim 63, wherein R'** and R''* are bc%x an op?fgn]aﬂ}mo”

substituted N-linked amino acid or an optionally substituted N-linked amino acid ester

derivative,
65. The use or method of Claim 64, wherein R'™ and I

selected from selected from the group consisting of alanine, asparagine, aspartate, cystci

1A are independently

o
[eal
w®
=
w
[
o
—-
3
&
s
[=}
o
<
-,
e
=3
=
[=,)
_Ln
3
-
(1]
=3
e,
=
~,
[oe]
=
ro
=
o,
~
s
®
[#)

selected from the group consisting of alanine isopropy! ester. alanine cyclohexyf ester, alanine
neopentyl cster, valine isopropyl ester and leucine isoprepy! ester.
67.  The use or method of Claim 64, wherein R'® and R''* g€ independenily have

R3GF\>RTV3BA

¢ HN—E , »
the structure wherein R¥* is selected from e group consisting of hydrogen,

an optionally substiluted C¢-alkyl, an optionally substipfted Cis cycloalkyl, an optionally
substituted aryl, an optionally substituted aryl(C,.¢ alkylyind an optionally substituted haloalkyl;
R¥A {5 selected from the group consisting of hydrogén, an optionally substituted Cy.¢ alkyl, an
optionally substituted C,.¢ haloalkyl, an optiongfy substituted Cag cycloalkyl, an optionally
substituted Cs aryl, an optionally substituted/C,; aryl and an optionally substituted aryl(Ci.¢
alkyl); and R** is hydrogen or an optionghy substituted C,.4-alkyl; or R** and R*** are taken

together to form an optionally substitutgd C,.5 cycloalkyl.

68.  The use or mcthod g Claim 67, wherein R* is an optionally substituted Cy.¢-
alkyl,
69.  The use or mghhod of Claim 68, wherein the optionally substituted C,5-alkyl is
methyl.
70.  The usefr method of any one of Claims 67-69, wherein R*** is hydrogen.
36A

71, The Ase or method of any one of Claims 67-70, wherein R™™" is an optionally

substituted Cyg/Alkyl, an optionally substituted Cis cycloalkyl or an optionally substituted

The use or method of any one of Claims 63-71, wherein 2** is O.

The use or method of any one of Claims 63-71, wherein Z** is S.
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R%#AQ——p o—P
OR™MA OR4A

74.  The use or method of Claim 16, wherein R* is
and R’ is absent or hydrogen; wherein R'*, R™* and R'* are independently abseys or
hydrogen.

75.  The use or method of Claim 74, wherein m is 0, and R'** ang/R"** are
independently absent or hydrogen.

76.  The usc or method of Claim 74, wherein m is 1, and R'?A, BF* and R"" are
independently absent or hydrogen.

77, The use or method of Claim 16, whercin R™ is H.

78.  'The use or method of Claim 16, wherein R'* is an optjénally substituted acyl.

79,  The use or method of Claim 78, wherein the ogfionally substituted acyl is —
C(=0)R™*, wherein R¥* is selected from the group consisting/of an optionally substituted Cy_j2
alkyl, an optionally substituted Cz.; alkenyl, an optighally substituted Ca.2 alkynyl, an
optionally substituted Cj.g cycloalkyl, an optionally supftituted Cs.5 cycloalkenyl, an optionally
substituted Cg.(o aryl, an optionally subslituted hetergfaryl, an optionally substituted heterocyclyl,
an optionally substituted aryl(C,.¢ alkyl), an optifnally substituted heteroaryl(Ci.s alkyl) and an
oplionally substituted heterocyclyl(Ci.¢ alkyl ‘

80.  The use or method of Claigf79, wherein R** is substiluted or unsubstituted Cy.pa

alkyl.
81.  The use or method uffClaim 16, wherein R'* is an optionally substiluted O-linked
amino acid,
3__”_ 40A 41A
3 oR \ R
82.  The ugor method of Claim 16, wherein R'*is O NH2  wherein R4

is selected from fhe group consisting of hydrogen, an optionally substituted Ci¢ alkyl, an
optionally subpfituted Cy.¢ haloalkyl, an optionally substituted Cs.s cycloalkyl, an optionally
substituted £ aryl, an oprionally substituted C;o aryl and an optionally substituted aryl{C,.¢
alkyl); gfd R is hydrogen or an optionally substituted C.4-alkyl; or R*** and RY* are taken
togejMer to form an optionally substituted C; ¢ cycloalkyl.

83.  The use or method of Claim 82, wherein R is an optionally substituted C,.4-
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84.  The use or method of Claim 83, wherein the optionally substituted C.¢-alkyl is

methyl.
85.  The use of method of any one of Claims 82-84, wherein R*'# is hydrogen.
86.  The use or method of any one of Claims 16-85, wherein B'* is selected from the

group consisting of?

REE

v2 N N N N
/ N / NH /
<N l N’)\ RAZ <N l N)\ RE2 <N l /J\O
e e ke .

ORG?
\L/L IL)\ )
and ;
wherein:

R™M is selected from the group conpfiting of hydrogen, halogen and NHR™,
wherein R is selected from the grouy/consisting of hydrogen, -C(=O)R®* and -
C(=0)OR™,

R®? is halogen or NHR™?,
hydrogen, an optionally substi
optionally substituted Cs.q cypfoalkyl, -C(=0)R™ and —C(=0)OR™;

€2 is hydrogen g/ NHR®?, wherein R is selected from the group consisting of
hydrogen, C(=0)R" #d ~C(=0)OR%;

R™? is selegfed from the group consisting of hydrogen, halogen, an optionally

crein RV 5 selected from the group consisting of

d C;.¢ alkyl, an optionally substituted Cy. alkenyl, an

substituted Cyg 1, an optionally substituted Cy.; alkenyl and an optionelly substituted

R™ is selected from the group consisting of hydrogen, halogen, an optionally
substituted Cy.4alkyl, an optionally substituted C alkeny) and an optionally substituted

Cz.¢ alkynyl;

280

AMENDED SHEET
IPEA/AU



PCT/US2013/033018
Received1/01/2014

¥? and Y* are independently N or CRY, wherein R” is selected from the group

consisting of hydrogen, halogen, an optionally substituted Cj.c-alkyl, an optionally
substituted Cq.s-alkeny! and an optionally substituted Cz¢-alkynyl;

R is an optionally substituted C.¢ alkyl;

R™ is hydrogen or NHR™, wherein R™ is independently selccted from the gr
consisting of hydrogen, -C(=0)R"? and ~C(=0)OR"?; and

R R¥?, R, RM, R, R® R, R¥ RY2 and R"? sre independently/selected
alkyl, Cis
eteroaryl{C,.4

from the group consisting of Cy.¢ alkyl, Cas alkenyl, Cas alkynyl, Cs.s Cy
cycloalkenyl, Ce.jo aryl, heteroaryl, heteroalicyclyl, aryl{(Cys alkyl)
alky}) and heteroalicyclyl{(Ci.¢ alkyl).

87.  The use or method of Claim 86, wherein B'

.
wherein B'? is wlw '
Q

88.  The use or method of Claim §

N 8
89, - od of Claim 86, wherein B'A is

The use or method of Claim 86, wherein B'* is -~

The use or method of Claim 86, wherein B is  «wane
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QRGQ

LA
NN SgH2
92.  The use or method of Claim 86, wherein B is o .

93,  The usc or method of any one of Claims 16-92, wherein the dashed line (---/~) is
a single bond, R* is CHa. and R** s O.

94.  The use or method of any one of Claims 16-92, wherein the dashed ljfe (------) is
absent, R™ is selected from the group consisting of an optionally substituted/C.c alkyl, an
optionally substituted C,¢ alkenyl, an optionaily substituted Cis alkyp#fl. an optionally
substituted ~0-Cy_g alkyl, an optionally substituied ~O-Cs alkenyl, an opfionally substituted —
O-Cis alkynyl and cyano, and R* is selected from the group consisjfig of OH, -OC(=0)R™
and an optionally substimted O-linked amino acid.

95.  The use or method of Claim 94, wherein R** jan optionally substituted Ci.¢
alkyl.

96.  The use or method of Claim 95, wherein R%/is unsubstitured Cy. alkyl.

97.  The use or method of Claim 94, whepfin R* is an optionally substituted Cy.g
alkenyl.

98.  The use or mcthod of Claim 97, yherein R** is unsubstituted Cy. alkenyl,

99, The use or method of Claimy94, wherein R* is an optionally substituted Ca.s
alkynyl.

100. The use or method of (faim 99, wherein R?* is unsubstituted Cy.g alkynyl.

101.  The use or method/of Claim 94, wherein R* is an optionally substituted Ci
cycloalkyl.

102.  The use or mpfhod of Claim 94, wherein R** is an optionally substituted ~O—C ¢
alkyl.

103, The ugfor method of Claim 102, wherein R* is unsubstituted —O-C.q alkyl.

104, Thefise or method of Claim 94, wherein R** is an optionally substituted ~0—Ca.4
alkenyl

105,/ The use or method of Claim 104, wherein R js unsubstitulcd ~O-Cy.g alkenyl.

The use or method of Claim 94, wherein R?* is an optionally substituted ~O~Ca.

The use or method of Claim 106, wherein R** is unsubsiituted ~O-Ca_ alkynyl.
The use or method of Claim 94, wherein R™ is cyano.
The use or method of any one of Claims 94-108, wherein R* is OH.,
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IV

[10. The use or method of any one of Claims 94-108, wherein R* is ~CC(=

111. The use or method of Claim 110, wherein R™ is an optionally substituted C;4
alkyl, _

112.  The use or method of any one of Claims 94-108, wherein R** is O-linked amino
acid.

113.  The use or method of Claim 112, wherein the O-linked amino acid is sgfected
from the group consisting of alanine, asparagine, aspartate, cysteine, glutamate, glutamine,
glycine, proline, serine, tyrosinc, arginine, histidine, isoleucine, leucine, lysine/methionine,
phenylalanine, threonine, tryptophan and valine.

114, The use or method of any one of Claims 94-108/ wherein R* s

s
7 OR

28 p43A
/ 42 n .
O NHz  wherein R™* is selected from the group consisting of hydrogen, an
optionally substituted Cy4 alkyl, an optionally substitutgd Ci¢ haloalkyl, an optionally
substituted Cs.s cycloalkyl, an optionally substituted Ce apfl, an optionally substituted Co aryl

R¥ s hydrogen or an optionatly substituted

and an optionally substituted aryl(C;.¢ alkyl); and
Cr.e-alkyl; or R and R®* are 1aken together to fopfl an optionally substituted Cs.¢ cycloalkyl,

[15. The use or method of Claim 114 Avherein R is an oprionally substituted Cy.¢-
alkyl. '

116.  The use or method of Claiph |15, wherein the optionally substitited C,s-alkyl is
methyl.

117.  The use or method gfany one of Claims 114-116, wherein R®* is hydrogen,

118. The use or methgd of any one of Claims 16~ 117, wherein R* is hydrogen.

119.  The use or mythod of any one of Claims 16-117, wherein R> is halogen.

120. The use opfnethod of Claim 119, whercin R* is fluoro.

123, The ugfor method of any one of Claims 16-120, wherein R* is fluoro.

122.  Thyluse of any one of Claim 1 or 3-15 or the method of any one of Claims 2-15,
wherein the copipound is a compound of Formula ({1).

123,/ The use or method of Claim 122, wherein R'® is O or OH.
B GB

R3
é“j\o R7B

124.  The usc or method of Claim 122, wherein R'2 is o
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N
;j‘\o ZZB R1OB )
O

NS
"B is gLi‘i.‘/ \/\S R}

125. ‘The use or method of Claim 122, wherein R'® js

126. The use or method of Claim 122, wherein R

127. The use or method of Claim 122, wherein R'® is an optionally substjyited N-
linked amino acid or an optionally substituted N-linked amino acid ester derivative.

128. The use or method of Claim 127, wherein R'® is selected fyfm the group
consisting of alanine, asparaginc, aspartate, cysteine, glutamate, glutaming/ glycine, proline.
serine, tyrosine, arginine, histidine, isoleucine, leucine, lysine, methighine, phenylalanine,
threonine, tryptophan, valine and ester derivatives thereof,

129, The use or method of Claim 128, whercin R'P # selected from the group
consisting of alanine isopropy! ester, alanine cyclohexyl ester/alanine neopentyl ester, valine
isopropyl ester and leucine isopropyl ester.

130, The use or method of Claim 123 wherein R'® has the structure

R1280 ;ﬁ\(qma

© Hng wherein R”® is selecteg from the group consisting of hydrogen, an
optionally substituted Cj.-alkyl, an oppbnally substituted Css cycloalkyl, an optionally
substituted aryl, an optionally substituted aryl(Cy_ alkyl) and an optionally substituted haloalkyl;
R is selected from the group conffsting of hydrogen, an optionally substituted Cy.s alkyl, an
optionally substituted C,.¢ halogtkyl, an optionally substituted C;.s cycloalkyl, an optionally
substituted Cg aryl, an optiophlly substituted Cjo aryl and an optionally substituted aryl(C.¢
alkyl); and R™® is hydrogh or an optionally substituted C.4-alkyl; or R'*® and R'® are taken
together to form an opybnally substituted Cs. cycloaikyl.
131.  The fse or method of Claim 130, wherein R is an optionally substituted C.;-
alkyl.
132, /The use or method of Claim 131, whereln the optionally substituted C.s-alkyl is
methyl.
33, The use or method of any one of Claims 130-132, wherein R'® is hydrogen,
134, The use or method of any one of Claims 130-133, wherein R'** is an optionally
ubstituted Ci.s alkyl, an optionally substituted Cis cycloalkyl or an optionally substituted
benzyl,
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135, The use or method of any one of Claims 122-134, wherein is an optionaily

substituted C).¢ alkyl.

136. The use or method of Claim 135, wherein R?® is unsubstituted Ci.s alkyl,

137.  The use or method of any one of Claims 122-134, wherein R?® is an optionally,
substituted Cy.s alkenyl.

138.  The use or method of Claim 137, wherein R*® is unsubstituted Ca.s alkenyl,

139. The use or method of any one of Claims 122-134, wherein R*® is an gftionally
substituted Cy.6 alkynyl.

140, The use or method of Claim 139, wherein R?® is unsubstituted Co£alkynyl.

141, The use or method of any one of Claims 122-134, wherein is an optionally
substtuted ~0O-C, ; alkyl,

142. The use or method of Claim 141, wherein R%® js unsubgfiuted -O-Ci.5 alky!.

143. The use or method of any one of Claims 122-134_Avherein R is an optionally
substituted ~0~C1 5 alkenyl.

144, The use or method of Claim 143, wherein R%/s unsubstituted —O-Ca.¢ alkenyl.

145. The use or method of any one of Claims/22-134, wherein R*P is an optionally
substirtuted —~0-Ca alkynyl,

146.  The use or method of Claim 145, wierein R™ is unsubstituted ~O~Ca.s alkynyl.

147, The use or method of any one A Claims 122-134, wherein R*® is an optionally
substituted Cs.4 cycloalkyl.

148. The use or method of anybne of Claims 122-134, wherein R®® is cyano.

149, The use or method of Ay one of Claims 122-148, wherein R*P is hydrogen.

150.  The use or method4f any one of Claims 122-148, wherein R*2 is halogen,

151, The use or methbd of Claim 150, wherein R*® is fluoro,

152.  The use or yffthod of any one of Claims 122-151t, whercin R*® is fluoro.

153. The use g€ method of any one of Claims 122-152, wherein Z'2 is O.

154,  The yt or method of any one of Claims 122-152, wherein 7' is S.

155,  ThE use or method of any one of Claims 122-154, wherein B'B is selected from

the group congfsting of:
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REB2 o O N4
gbB2
</ 1 /L { I )\ < l /K | Y]ili /K
N N/ RABZ N N/ RCBZ N u Q N Q
an\r . -N‘[M . 'N}""‘ . -N‘I-N‘ .
O RGB2
RFB2
NH N =
N Q N N/ HB2
va- and N‘w 3
wherein:

RA82 i selected from the group consisting of hydroggh, halogen and NHR'®,
wherein R'8? is selccted from the group consisting of hyflrogen, -C(=O0)R*®? and -
C(=0)OR*?,

R®P? is halogen or NHRYP?, wherein R¥™ jsfelected from the group consisting
of hydrogen, an optionally substituted C.¢ alkyl, £n optionally substituted C;.¢ alkenyl,
an optionally substituted Cs.5 cycloalkyl, ~-C(=QfRM52 and ~C(=0)OR""?;

R"®2 s hydrogen or NHR®®, whergii R°* is sclected from the group consisting
of hydrogen, -C(=0)R**% and —-C(=0)OBF";

R”P? js selected from the grgflip consisting of hydrogen, halogen, an optionally
substituted C alkyl, an optional)f substituted C..¢ alkeny! and an optionally substituted
Ca.salkynyl;

REP? is selected frgfh the group consisting of hydrogen, hydroxy, an optionally
substituted Cy¢ alkyl, An optionally substituted Cag cycloalkyl, -C(=O)R™? and
C(=0)OR**?,

RFP2 is sofected from the group consisting of hydrogen, halogen, an optionally
substituted Cyfalkyl, an optionally substituted Cs.5 alkeny! and an optionally substituted
Ca.salkyn

B and Y'® are independently N or CR™®2 wherein R™ is sclected from the
groyd consisting of hydrogen, halogen, an optionally substituted Cy.¢-alkyl, an optionally
stituted Ca.¢-alkenyl and an optionally substituted Ca¢-slkynyl;

R i5 an optionally substituted C).¢ alkyl;

RM®2 js5 hydrogen or NHR™, wherein R'®2 is independently selected from the

group consisting of hydrogen, -C(=O)RY™* and —C (=O)0RV52; and
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RKBZ, RLBZ_. RMBZ, RNBE, RT‘BIS -RQBZ RRBZ, RSBB‘ RUBZ and RVS? are i epen Snt

selected from the group consisting of Cis alkyl, Cus alkeny!l, Cas alkynyl, Cis
cycloalkyl, Cas cycloalkenyl, Ceao aryl, heteroaryl, heteroalicyclyl, aryl(Cig alkyl),
heteroaryl(C .¢ alkyl) and heteroalicyclyl(Cy.s alky!).

156. The use or method of Claim 155, wherein B'® is

157.  The use or method of Claim 155, wherein B'? is

erein B'% is NLV

NH,

158.  The use or method of Claim 155,

N

LA

l

159.  The use or methog/of Claim 155, wherein B'Bis  wane
NH,

% use or method of Claim 155, wherein B'® is  wian

N =
1]
N N/ RHB?

161. The use or method of Claim 155, wherein B'2 is wAne

162. The use of any one of Claim 1 or 3-15 or the method of any one of Claims 2-13,
wherein the compound is a compound of Formula (11I).
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163. The use or method of Claim 162, wherein R!Cis O or OH.
164. The use or method of Claim 162, wherein R'C is an optionally substituted Cy.e
alkoxy.
RSC R’IDC
R11C
A
165. The usc or method of Claim 162, wherein R' is
- . . 1C - JJ:‘\ R14c
166. The use or method of Claim 162, wherein K™ is 0
: 1 “LLL/O S)'\ch
167. The use or method of Claim 162, wherein R'C is .
168. The use or method of Claim 162, wherein R'® j€an optionally substimted N-
linked amino acid.
169, The use or method of Claim 162, wherei R'C is an optionally substituted N-
linked amino acid ¢ster derivative,
170.  The use or method of any one of Claphs 162-169, wherein R* is O or OH.
171.  The use or method of any one ¢f/Claims 162-169, wherein R {5 an oprionally
substituted C;.4 alkoxy.
172. The use or method offany opme of Claims 162-169, wherein R* is
RI  RC
R‘I‘EC
N
0
173, The use method of any one of Claims 162-169, wherein R¥ s
ri2¢ Ric ©
"J‘H\O RMC
174, /he use or method of any one of Claims 162-169, wherein R™C is

175.

substituted N-linked amino acid.

o

)J\RHC

3

The use or method of any one of Claims 162-169, wherein R*C is an optionally
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176. The use or method of any one of Claims 162-169, wherein R* is an optionally

substituted N-linked amino acid ester derivative.

177. The use or method of any one of Claim 176, wherein R'C s

l
R"CQ0—P—0T—P~—0
OR'ITC CI)R1EC

hydrogen; andnis Qor 1.

178. The use or method of any one of Claims 162-177, wherein R*/s an optionally
substituted Cy¢ alkyl.

179.  The use or method of Claim 178, wherein R*C is unsubstityfed Cy_s alkyl.

180. The use or meshod of any one of Claims 162-177, whffein R’ is an optionally
substituted Ca.¢ alkenyl,

181.  The usc or methiod of Claim 180, wherein R°C is fhsubstituted Cz.s alkenyl.

182. The use or method of any one of Claims 162177, wherein R°® is an oprionally
substituted Ca.¢ alkynyl,

183. The use or method of Claim 182, whepin R*¢ is unsubstituted Ca.g alkynyl.

184. The use or method of any one of @aims [62-177, wherein R*" is an optionally
substituted ~0~C, ¢ alkyl.

185.  The use or method of Claim /84, wherein R is unsubstituted -0-C,.5 alkyl.

186. The use or method of agf one of Claims 162-177, wherein R’ is an optionally
substituted —0-Cj¢ alkenyl.

187. The use or method/df Claim 186, wherein R is unsubstituted ~Q—Cj.4 alkenyl,

188. The use or mefod of any one of Claims 162-177, wherein R*C is an optionally
substituted —~O~Ca_4 alkyny¥

J89. The use ¢f method of Claim 188, wherein R is unsubstituted ~O~Cs.5 alkynyl.

he use or method of any one of Claims 162-177, wherein R is cyano,
The use or method of any one of Claims 162-191, wherein R*® is OH,
The use or method of any one of Claims 162-191, wherein R*Cis —OC(=O)R"C.
The use or method of Claim 193, wherein R is an optionally substituted C).4

The usc or method of any onc of Claims 162-191, wherein R* is O-linked amino
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from the group consisting of alanine, asparagine, aspariate, cysteine, glutamate, glutamine,
glycine, proline, serine, tyrosine, arginine, histidine, isoleucine, leucine, lysine, methionine,
phenylalanine. threonine, tryptophan and valine,

197. The use ot method of any one of Claims 162-191, wherein

Z—-oN

is © NH2  wherein R¥€

is selected from the group consisting of pdrogen, an
optionally substituted Cj¢ alkyl, an optionally substituted Cis haloalky)/ an optionally
substituted Cs.¢ cycloalkyl, an optionally substituted Cs aryl, an optionally fubstituted Cjo aryl

RZ!C

and an optionally substituted aryl(Cy.¢ alkyl); and is hydrogen or ayfoptionally substituted

C,.-alkyl; or R¥¥€ and R¥* are taken together to form an optionally sybstituted Ca.s cycloatkyl.
198. The use or method of Claim 197, wherein R¥C is g optionally substiruted Cj.¢-
alkyl.

199,  The use or method of Claim 198, wherein the optionally substitutcd Ci.g-alkyl is
methyl.
197-199, wherein R¥C is hydrogen.
201, The use or method of any one of Cjfims 162-200, wherein R®C s halogen.
Claims 162-200, wherein R is hydrogen.
of Claims 162-202, wherein R*C is fluoro.

one of Claims 162-203, wherein ----—- is a single bond

200, The use or method of any one of Claj

202, The usc or method of any one
203, The use or method of any o
204. The use or method of a

such that Formula (I{) has the structure , Wherein each R’ and
each R is indepepfiently hydrogen or halogen.
205.

hydrogen.

¢ use or method of Claim 204, wherein the R'C and the R* groups are all

6. The use or method of Claim 204, whercin one R’C is halogen, one R”C is
en and both R*C groups are all hydrogen.

207. The use or method of Claim 204, wherein one R’® is halogen, one RC is
ydrogen, one R is halogen and one R is hydrogen.
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208. The use or method of any one of Claims 162-203, wherein ------ Isa

bond such that Formula (111} has the structure
absent and each R¥ is independently hydrogen or halogen.
209, The use or method of Claim 208, wherein both R¥ groups are hydr
210.  The use or method of Claim 208, wherein one R¥C is halogen ang/the other R* is
hydrogen.
211.  The use or method of Claim 208, wherein both R* groupg/are halogen.
212.  The use or method of any one of Claims 162-211, wifrein B'® is sclected from

the group consisting of:

RBC2 NHREC?
26 RPL2 §
O S A0 T
y3C /J\
i N recz b N/)\RC N© O \’|“' ©
O RO
RFCZ
NH
A L
T 0 = RHC2
s and ;
wherein:
R is sclpfted from the group consisting of hydrogen, halogen and NHR'®,
wherein R’ igfselccted from the group consisting of hydrogen, -C(=0)R**? and ~
C(=0)OR*

? is halogen or NTIRY®?, wherein R¥ iy selected from the group consisting

of hygfogen, an optionally substituted C|.4 alkyl, an optionally substituted Ci.5 alkenyl,
anAptionally substituted Ca.s cycloalkyl, ~C(=0)RM? and —C(=0)ORN?;

LY [0}
RCC2 R c2

is hydrogen or NHR?“?, wherein RY" is sclected from the group consisting

of hydrogen, -C(=0)RF*? and ~C(=0)OR,
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RP%? is selected from the group consisting of hydrogen, halogen, an optionz

substituted Cy.g alkyl, an optionally substituted Ca.s alkenyl and an optionally substituted
Casalkynyl;

RE®? is selected from the group consisting of hydrogen, hydroxy, an opticnally
substituted C,, alkyl, an optionally substituted Ciq cycloalkyl, -C(‘—‘O)RRm an
C(=0)OR™;

R¥? is selected from the group consisting of hydrogen, halogen, an ghtionally
substituted C;.calkyl, an optionally substituted Ca alkenyl and an optionallff substituted
Cyalkynyl;

Y2 and ¥*C are independently N or CR', wherein R'“? igfselected from the

group consisting of hydrogen, halogen, an optionally substituted Cfs-alky!, an optionally

RO is an optionally substituted Cy.¢ alky!;

RH® is hydrogen or NHR™?, wherein R™ is )

O
N
o
’“l‘ N NH,
Z13. 4 o Claim 212, wherein B!®is wann
o]
N
</ I NH
N N
e use or method of Claim 212, wherein B'C is w|w
0
[ NH
N ()

215.  The use or method of Claim 212, whercin B'C s wian
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916. The use or method of Claim 212, wherein B'“ is  wAne
NH2

B
L

N
717.  The use or method of Claim 212, wherein B! is wim

N
AL
N N/ RHCZ

218.  The use or method of Claim 212, wherein B'“ 4 -nlv
219.  The use or method of Claim 16, wherein th€ compound of Formula (I) is selected

from the group consisting of:
' 1A 1A

1A
R1Ao R1AO B R‘\AO
° ) j@./
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R'AD '
o)
‘(—H(f F
or 3

220. The use or method of Claim 16, wherein the compound of Formula (J) igfelected

RA0

¥
J
&
5

7w %

pharmaceutically acceptable salt of the foregoing.

e,
a

from the group consisting of:

R0 5

o 9 F
* t 4
RIAQ g1A
Q
Ci,___.\\\‘\ .S 3
on. O F
R1AO 1A
Q
Cl o g
o] o) ?‘F
HsC ) 10
R‘IAO R1A
0]
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CLAIMS

1. Use of an effective amount of a compound selected from Formula (I), Formula (II),

and Formula (III), or a pharmaceutically acceptable salt of the foregoing, in the preparation of a
medicine for ameliorating or treating a viral infection caused by a virus selected from a henipavirus,
a morbillivirus, a respirovirus, a rubulavirus and a metapneumovirus, wherein the compound is

selected from Formula (I), Formula (IT), and Formula (III) has one of the following structures:

R1AQ B1A . p1B
2B A
RZAuu..-S 0 ZuullllH O\ R I'T _ ;;”4';

’ H H : RSA R X
: Z 7'8=p——0 R38
03A  Q4A
o I,

(D (ID)
O
REC 7
/P
R2C
7C
RSC R3CIII||

wherein:
B'"* B'® and B'C are independently an optionally substituted heterocyclic base or an

optionally substituted heterocyclic base with a protected amino group;

R'" is selected from the group consisting of hydrogen, an optionally substituted acyl,
1A 72A

RSAo——P—E RSAO—T—g
an optionally substituted O-linked amino acid, ORm, R and

3A
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when the dashed line (------ ) of Formula (I) is a single bond, R** is CHa, and R** is
O (oxygen);

when the dashed line (------ ) of Formula (I) is absent, R** is selected from the group
consisting of an optionally substituted C,.¢ alkyl, an optionally substituted C,¢ alkenyl, an
optionally substituted C,. alkynyl, an optionally substituted Cs.¢ cycloalkyl, an optionally
substituted —O-Cy alkyl, an optionally substituted ~O-Cs;¢ alkenyl, an optionally
substituted —-0—-C;.¢ alkynyl and cyano, and R3* is selected from the group consisting of OH,

—OC(=0)R”* and an optionally substituted O-linked amino acid;
RSB 6B

f\o R?B

R'® is selected from the group consisting of O, OH, 0

RSB 98 O i
. O
;5;\0 Z2BJ\R1OB, is_/ g R'1B

linked amino acid and an optionally substituted N-linked amino acid ester derivative;

, an optionally substituted N-

R!® and R* are independently selected from the group consisting of O, OH, an

RIC RIoC
;\O R1C ri2c  gtac O
optionally substituted C;¢ alkoxy, o , O Z'C TRMC

O
0 PR
“QL/ S~ Ng R15C
, an optionally substituted N-linked amino acid and an

optionally substituted N-linked amino acid ester derivative; or

i |0
R'8€0—P—0+—P—0 z
CI)RWC $R1SC
R is N and R is O or OH;

R*® and R* are independently selected from the group consisting of an optionally
substituted C,.4 alkyl, an optionally substituted Ca.4 alkenyl, an optionally substituted Ca.
alkynyl, an optionally substituted Cs. cycloalkyl, an optionally substituted —-O—C4 alkyl, an
optionally substituted —O-C;.4 alkenyl, an optionally substituted —-O-Cs.g alkynyl and cyano;
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R* is selected from the group consisting of OH, —OC(=0)R* and an optionally
substituted O-linked amino acid;

R* R*®and R* are independently a halogen;

R* R*® and R® are independently hydrogen or halogen;

R® R and R® are independently selected from the group consisting of absent,
hydrogen, an optionally substituted C,.4 alkyl, an optionally substituted C,4 alkenyl, an
optionally substituted C;.24 alkynyl, an optionally substituted Cs.4 cycloalkyl, an optionally
substituted Ci.s cycloalkenyl, an optionally substituted aryl, an optionally substituted
heteroaryl, an optionally substituted aryl(Cis alkyl), an optionally substituted *—

(CR’SARIGA)p—O—Cl,M alkyl, an optionally substituted *—(CR”ARISA)qu—Cx-M alkenyl,
RI9A  R20A
R21A R2A  R2A Q 0

#7?‘ i ‘LLL><Z4A R24A f\/\s )J\ 25

k4

O
Q
R28A o
e 0
r
R26A “RZTA and R2A . o
0 i
R®%A0—p O—P %
CI)R13A C|)R1 4A
R% s - <M and R™ is absent or hydrogen; or
R® and R™ are taken together to form a moiety selected from the group consisting
of an optionally substituted and an optionally substituted ,

wherein the oxygens connected to R®* and R’, the phosphorus and the moiety form a six-
membered to ten-membered ring system;.

R** is independently selected from the group consisting of an optionally substituted
Ci24 alkyl, an optionally substituted C,.04 alkenyl, an optionally substituted C;.54 alkynyl, an
optionally substituted C;.s cycloalkyl, an optionally substituted Cig cycloalkenyl,
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NR¥*R¥A an optionally substituted N-linked amino acid and an optionally substituted N-
linked amino acid ester derivative;

R'% and R''# are independently an optionally substituted N-linked amino acid or an
optionally substituted N-linked amino acid ester derivative;

R4 RP4 and R'* are independently absent or hydrogen;

each R'** each R!*, each R'™ and each R'™®* are independently hydrogen, an
optionally substituted C;.o4 alkyl or alkoxy;

RI%\ R2A R2A RZIA RSB REB RSB RIB RIC RIOC RI2C o RIIC 4o independently
selected from the group consisting of hydrogen, an optionally substituted C;_»4 alkyl and an
optionally substituted aryl;

RHIA R R RIP RIC apd RMC are independently selected from the group
consisting of hydrogen, an optionally substituted C;,4 alkyl, an optionally substituted aryl,
an optionally substituted —O—C, 34 alkyl and an optionally substituted —O-aryl;

R®* R¥A R'P and R™" are independently selected from the group consisting of
hydrogen, an optionally substituted C;.o4 alkyl and an optionally substituted aryl,

R RYC and R'*C are independently absent or hydrogen;

R26A RZ'/’A

and are independently -C=N or an optionally substituted substituent

selected from the group consisting of C,g organylcarbonyl, C,.g alkoxycarbonyl and C,g
organylaminocarbonyl,

R*®" is selected from the group consisting of hydrogen, an optionally substituted C;.
24-alkyl, an optionally substituted C,.p4 alkenyl, an optionally substituted Cs.o4 alkynyl, an
optionally substituted Cs.¢ cycloalkyl and an optionally substituted C; ¢ cycloalkenyl;

R*® and R*# are independently selected from the group consisting of hydrogen, an
optionally substituted Cj..4-alkyl, an optionally substituted C,o4 alkenyl, an optionally
substituted Ci.4 alkynyl, an optionally substituted C;4 cycloalkyl and an optionally
substituted Cs_¢ cycloalkenyl;

for Formula (III), «=-vw-- is a single bond or a double bond;

when ------- is a single bond, each R’ and each R®C is independently
hydrogen or halogen; and
when =-=een- is a double bond, each R’ is absent and each R®*C is

independently hydrogen or halogen;
R and R are independently an optionally substituted C.;4-alkyl;
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m and n are independently 0 or 1;

p and q are independently selected from the group consisting of 1, 2 and 3;

ris 1 or2;

ZlA, ZZA, 737, 74 7218 778 and 7)€ are independently O or S; and

provided that when the dashed line (------ ) of Formula (I) is absent; R' is

Z2A
R8A0m||=|[>—§
R¥  wherein R® is an unsubstituted Ci4 alkyl or phenyl optionally para-

substituted with a halogen or methyl and R™ is methyl ester, ethyl ester, isopropyl ester, n-
butyl ester, benzyl ester or phenyl ester of an amino acid selected from the group consisting
of glycine, alanine, valine, leucine, phenylalanine, tryptophan, methionine and proline; R**
is OH; R* is fluoro; R** is fluoro or hydrogen; and B'* is an unsubstituted uracil; then R4
cannot be —OCHz;

provided that when the dashed line (------ } of Formula (I) is absent; R' is H; R** is
OH; R is flucro; R* is fluoro; and B'* is an unsubstituted cytosine; then R** cannot be
allenyl;

provided that when the dashed line (------ } of Formula (I) is absent; R'* is H; R** is
OH; R* is fluoro; R* is hydrogen; and B'# is an unsubstituted thymine; then R** cannot be
C alkyl substituted with an N-amido; and

provided that when the dashed line (----) of Formula (I) is absent; R'* is H; R** is

OH; R* is fluoro; R* is fluoro; and B'* is an unsubstituted cytosine; then R*" cannot be

ethynyl.

2. The use of Claim 1, wherein the virus is a henipavirus, a morbillivirus and/or a
rubulavirus.

3. The use of Claim 2, wherein the henipavirus is a nipahvirus; wherein the

morbillivirus is the measles virus; and/or wherein the rubulavirus is the mumps virus.

4, The use of Claim 1, wherein the virus is a respirovirus.

5. The use of Claim 4, wherein the respirovirus is human parainfluenza virus 1.

6. The use of Claim 4, wherein the respirovirus is human parainfluenza virus 3.

7. The use of Claim 1, wherein the virus is a rubulavirus.

8. The use of Claim 7, wherein the rubulavirus is human parainfluenza virus 2 and/or

human parainfluenza virus 4.
266



9. The use of Claim 1, wherein the virus is a metapneumovirus.

10.  The use of Claim 9, wherein the metaphenumovirus is human metapneumovirus.
11. The use of any one of Claims 1-10, wherein the compound is a compound of
Formula (I).
71A 72A

| I
RGAO—IT—g REAQ— T—%

12. The use of Claim 11, wherein R is OR7A, R or

13. The use of Claim 12, wherein R®* and R7 are both hydrogen or absent.

14, The use of Claim 12, wherein one of R and R™ is hydrogen, and the other of R®*
and R™ is selected from the group consisting of an optionally substituted Cj.4 alkyl, an optionally
substituted Cs4 alkenyl, an optionally substituted C,4 alkynyl, an optionally substituted Csg
cycloalkyl, an optionally substituted Ca cycloalkenyl, an optionally substituted aryl, an optionally
substituted heteroaryl and an optionally substituted aryl(Cy.¢ alkyl); wherein both R** and R"* are
independently selected from the group consisting of an optionally substituted Cja4 alkyl, an
optionally substituted C,4 alkenyl, an optionally substituted Cs.24 alkynyl, an optionally substituted
Cs.6 cycloalkyl, an optionally substituted Cs¢ cycloalkenyl, an optionally substituted aryl, an

optionally substituted heteroaryl and an optionally substituted aryl(C).¢ alkyl); wherein at least one
RIGA  R20A

%

of R* and R™ are selected from the group consisting of 0

R21A

R22A stA 0O

ii Z4A R24A

and R%" RZA ; and the other of R* and R™ is
selected from the group consisting of absent, hydrogen, an optionally substituted C;.4 alkyl, an
optionally substituted C;.04 alkenyl, an optionally substituted Cy.04 alkynyl, an optionally substituted

Cs¢ cycloalkyl, an optionally substituted Cs4 cycloalkenyl, an optionally substituted aryl, an
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optionally substituted heteroaryl and an optionally substituted aryl(Cy.¢ alkyl); wherein both R** and

RIGA  R20A
E- R21A
R’ are independently selected from the group consisting of 0 ,
RZ2A R23A O 5
}L><Z4A R24A
and R®A  RZ7A . wherein R* and R’ are both an

optionally substituted C).4 alkyl; wherein R®* and R’ are both an optionally substituted Cj4
alkenyl; wherein R% and R are both *—(CRlS AR’6A)p~O~C1_24 alkyl; wherein R and R™ are both
*—(CR”ARISA)(,—O—CQ_M alkenyl; wherein R® and R™ are both an optionally substituted aryl; or

wherein R®* and R’ are both an optionally substituted aryl(C;.¢ alkyl).
RISA  R20A

%

15. The use of Claim 12, wherein R** and R™ are both O - wherein R®*

R21 A

R2A  R23A )

><Z4A/u\ R24A

and R™ are both ‘?1"- : wherein R** and R™ are both

P
S~ )LR%A

wherein R** and R™ are both R%A . wherein R* and
R™areboth  R%®A  R7A - or wherein R®* and R’ can be taken together to form a
moiety selected from the group consisting of an optionally substituted and an optionally
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*

substituted , wherein the oxygens connected to R** and R4, the phosphorus and

the moiety form a six-membered to ten-membered ring system.

O
R28A
D

16. The use of Claim 15, wherein R26A  RZA is selected from the

group consisting of:

o O, Q O

2
2 OCH;, §—CH3 5 CH, §—CH3
3 2 o 2 O
3 3

o) OCH; 0 CHa

Hsc~< 4 N=C OCH; H3C—< d =cC NHCH,CH;
O ’ O ’ 0 ’ O 4
0

N=C o} CHy 0 o
‘>< 8 ®
£l g 5 CH3 5 OCH,CHj

o)
0 CHs 0 OCH,CHj
I8 H30_< 0
? o ; O ’
0]
Q % OCH20H3
OCH,CH;
o) OCH,CH;
0 OCH,GH, o— o]
ﬂ & H3C~<
" d 5 . 6A 1A
an or wherein R°" and R’ can be

* R32A

*,

taken together to form a moiety selected from the group consisting of
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CH .
3 CO,CH3 \D\ro
\D \b ﬁ(O

, ; and 0

wherein R** is an optionally substituted aryl, an optionally substituted heteroaryl or an optionally

2

substituted heterocyclyl.

17. The use of any one of Claims 12-16, wherein 7% 55 0.

18.  The use of any one of Claims 12-16, wherein Z'* is S.

19.  The use of Claim 12, wherein R** is selected from the group consisting of absent,
hydrogen, an optionally substituted C,.,4 alkyl, an optionally substituted C,.,4 alkenyl, an optionally
substituted C,4 alkynyl, an optionally substituted Cs.s cycloalkyl and an optionally substituted Ci
cycloalkenyl; and R’ is independently sclected from the group consisting of an optionally
substituted Ci.24 alkyl, an optionally substituted C,.4 alkenyl, an optionally substituted Cyo4
alkynyl, an optionally substituted Cs4 cycloalkyl and an optionally substituted Cs¢ cycloalkenyl;
wherein R* is hydrogen, and R* is NR**R¥*, wherein R*® and R’ are independently selected
from the group consisting of hydrogen, an optionally substituted Cjz4 alkyl, an optionally
substituted C;24 alkenyl, an optionally substituted C,;¢ alkynyl, an optionally substituted Cig
cycloalkyl and an optionally substituted Cs cycloalkenyl; wherein R¥ is absent or hydrogen; and
R™ is an optionally substituted N-linked amino acid or an optionally substituted N-linked amino
acid ester derivative; or wherein R* is an optionally substituted aryl; and R* is an optionally
substituted N-linked amino acid or an optionally substituted N-linked amino acid ester derivative.

20.  The use of Claim 12, wherein R™ 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 and
ester derivatives thereof; or wherein R™ is selected from the group consisting of alanine isopropyl

ester, alanine cyclohexyl ester, alanine neopentyl ester, valine isopropyl ester and leucine isopropyl

R33AO R34A R35A

g HN~—§

ester; or wherein R** has the structure wherein R** is selected from the group

consisting of hydrogen, an optionally substituted Cjg¢-alkyl, an optionally substituted Ciy
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cycloalkyl, an optionally substituted aryl, an optionally substituted aryl(C,.¢ alkyl) and an optionally
substituted haloalkyl; R*™* is selected from the group consisting of hydrogen, an optionally
substituted Cy.s alkyl, an optionally substituted Ci. haloalkyl, an optionally substituted Csg
cycloalkyl, an optionally substituted Cs aryl, an optionally substituted Cyo aryl and an optionally
substituted aryl(C . alkyl); and R*** is hydrogen or an optionally substituted C,4-alkyl; or R*** and
R** are taken together to form an optionally substituted Cy.¢ cycloalkyl.

21. The use of Claim 20, wherein R** is an optionally substituted Cy.g-alkyl; R** is

hydrogen; and/or R**

is an optionally substituted Cj.¢ alkyl, an optionally substituted Cig
cycloalkyl or an optionally substituted benzyl.

22. The use of any one of Claims 12 or 19-21, wherein Z** is O.

23.  The use of any one of Claims 12 or 19-21, wherein Z** is S.

24.  The use of Claim 12, wherein R'® and R are both an optionally substituted N-
linked amino acid or an optionally substituted N-linked amino acid ester derivative; wherein R'%*
and R"'* are independently selected from 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 and ester
derivatives thereof: wherein R'%* and R are independently selected from the group consisting of

alanine isopropyl ester, alanine cyclohexyl ester, alanine neopentyl ester, valine isopropyl ester and

leucine isopropyl ester; or wherein R'™ and R'"® are independently have the structure

RSSAWSSA

J HN—%
wherein R** is selected from the group consisting of hydrogen, an optionally

substituted Cy.¢-alkyl, an optionally substituted Cs¢ cycloalkyl, an optionally substituted aryl, an
optionally substituted aryl(Cy alkyl) and an optionally substituted haloalkyl; R*™* is selected from
the group consisting of hydrogen, an optionally substituted C; alkyl, an optionally substituted Cy.
haloalkyl, an optionally substituted Cs.¢ cycloalkyl, an optionally substituted Cg aryl, an optionally
substituted Cyo aryl and an optionally substituted aryl(C,.s alkyl); and R*®* is hydrogen or an
optionally substituted Cyg-alkyl; or R** and R** are taken together to form an optionally
substituted Cs¢ cycloalkyl.

25. The use of Claim 24, wherein R¥72 is an optionally substituted C;.¢-alkyl; R¥4 g
hydrogen and/or R*®** is an optionally substituted C. alkyl, an optionally substituted Cs. cycloalkyl
or an optionally substituted benzyl.
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26.  The use of any one of Claims 12 or 24-25, wherein Z** is O.
27.  The use of any one of Claims 12 or 24-25, wherein Z*# is S.

I I
R12AO—P—-O—P——%

OR‘]SA OR14A
28. The use of Claim 12, wherein R®* is - M and R’ is

absent or hydrogen; wherein R'**, R'** and R™** are independently absent or hydrogen.

29.  The use of Claim 28, wherein m is 0, and R'** and R"** are independently absent or
hydrogen; or wherein m is 1, and R'**, R"** and R'** are independently absent or hydrogen.

30. The use of Claim 11, wherein R'* is H.

31. The use of Claim 11, wherein R'* is an optionally substituted acyl.

32.  The use of Claim 31, wherein the optionally substituted acyl is ~C(=0)R**, wherein
R*™ is selected from the group consisting of an optionally substituted Cy.i» alkyl, an optionally
substituted C,.1» alkenyl, an optionally substituted C;.;; alkynyl, an optionally substituted Cj.g
cycloalkyl, an optionally substituted Csg cycloalkenyl, an optionally substituted Cg.o aryl, an
optionally substituted heteroaryl, an optionally substituted heterocyclyl, an optionally substituted
aryl(Ci¢ alkyl), an optionally substituted heteroaryl{C,s alkyl) and an optionally substituted
heterocyclyl(Cy alkyl).

33. The use of Claim 32, wherein R*°* is an unsubstituted Ci.12 alkyl.

34.  The use of Claim 11, wherein R' is an optionally substituted O-linked amino acid;

° RIA  R41A

S

or wherein R' is O NHz  wherein R™ is selected from the group consisting of
hydrogen, an optionally substituted C,.¢ alkyl, an optionally substituted C;. haloalkyl, an optionally
substituted Cs. cycloalkyl, an optionally substituted Cs aryl, an optionally substituted Co aryl and
an optionally substituted aryl(C,4 alkyl); and R*'* is hydrogen or an optionally substituted C,4-
alkyl; or R* and R** are taken together to form an optionally substituted C;. cycloalkyl.

35. The use of Claim 34, wherein R*™ is an optionally substituted Ci.s-alkyl; and/or
R4 is hydrogen.

36.  The use of any one of Claims 11-35, wherein B'® is selected from the group

consisting of:
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wherein:

R™? is selected from the group consisting of hydrogen, halogen and NHR'?, wherein
R’ is selected from the group consisting of hydrogen, -C(=0)R* and —C(=0)OR'%;

R® is halogen or NHR™?, wherein R"? is selected from the group consisting of
hydrogen, an optionally substituted C,. alkyl, an optionally substituted C,. alkenyl, an
optionally substituted Cs.g cycloalkyl, -C(=0)RM? and -C(=0)OR™?;

R is hydrogen or NHR??, wherein R is selected from the group consisting of
hydrogen, -C(=0)R™ and ~C(=0)OR“;

R™ is selected from the group consisting of hydrogen, halogen, an optionally
substituted C,. alkyl, an optionally substituted C,.¢ alkenyl and an optionally substituted Cy_g
alkynyl;

R™ is selected from the group consisting of hydrogen, hydroxy, an optionally
substituted C; alkyl, an optionally substituted Cs.g cycloalkyl, -C(=0)R™ and ~C(=0)OR"?;

R™ is selected from the group consisting of hydrogen, halogen, an optionally
substituted Csalkyl, an optionally substituted C;.4 alkenyl and an optionally substituted C.4
alkynyl;

Y? and Y are independently N or CR%, wherein R” is selected from the group
consisting of hydrogen, halogen, an optionally substituted C¢-alkyl, an optionally
substituted Cy.s-alkenyl and an optionally substituted Cp-alkynyl,

R% s an optionally substituted C, 4 alkyl;

R™ is hydrogen or NHR™, wherein R™ is independently selected from the group

consisting of hydrogen, -C(=0)R"”? and —C(=0)OR"?; and
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RKZ, RLZ, RMZ, RNZ, sz, R® Rm, R% RY and RY? are independently selected from
the group consisting of Cig alkyl, Cog alkenyl, C,4 alkynyl, Css cycloalkyl, Cig
cycloalkenyl, Ce 1o aryl, heteroaryl, heteroalicyclyl, aryl(Ci¢ alkyl), heteroaryl(Ci.¢ alkyl)
and heteroalicyclyl(C,¢ alkyl).

Q @]
</N ‘ NH </N 1 NH
)\ )
T N NH, T N
37. The use of Claim 36, wherein B'® is «wnn ;wanen or
ORGZ
N RN
’F N R
NH.,
I NH | N
/K N /‘\
N o N 0
38. The use of Claim 36, wherein B" is w|w~ .or mn|m
NH,
)
N/J\O
39.  The use of Claim 36, wherein B'* is wlm

40. The use of any one of Claims 11-39, wherein the dashed line (------ } is absent, R* is
selected from the group consisting of an optionally substituted Cy¢ alkyl, an optionally substituted
Ca alkenyl, an optionally substituted C,.4 alkynyl, an optionally substituted —O-C,¢ alkyl, an
optionally substituted —O—-Cs alkenyl, an optionally substituted —O—C;_ alkynyl and cyano, and
R** is selected from the group consisting of OH, -OC(=0)R™ and an optionally substituted O-
linked amino acid.

41. The use of Claim 40, wherein R** is an optionally substituted C;_¢ alkyl.

42, The use of Claim 41, wherein R** is a halogen substituted C,.4 alkyl, a hydroxy
substituted Cj¢ alkyl, an alkoxy substituted C;.¢ alkyl or a sulfenyl substituted C,.¢ alkyl.
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43.  The use of Claim 41, wherein R** is a halogen substituted Cy¢ alkyl.

44, The use of Claim 40, wherein R** is an optionally substituted C,4 alkenyl, an
optionally substituted C,.s alkynyl, an optionally substituted Cs¢ cycloalkyl, an optionally
substituted —O-C;4 alkyl, an optionally substituted —O-Cs_¢ alkenyl, an optionally substituted —O—
Cs alkynyl or cyano.

45.  The use of any one of Claims 11-44, wherein R** is OH.

46.  The use of any one of Claims 11-44, wherein R** is -OC(=0)R™®, wherein R is an
optionally substituted C,_g alkyl.

47.  The use of any one of Claims 11-44, wherein R** is O-linked amino acid.

48.  The use of Claim 47, wherein the O-linked amino acid is selected from the group
consisting of alanine, asparagine, aspartate, cysteine, glutamate, ghutamine, glycine, proline, serine,
tyrosine, arginine, histidine, isoleucine, leucine, lysine, methionine, phenylalanine, threonine,

‘3‘“0 RIZA  pasA

tryptophan and valine; or wherein R* is O NH> , wherein R is selected from the
group consisting of hydrogen, an optionally substituted C;. alkyl, an optionally substituted C,
haloalkyl, an optionally substituted C;¢4 cycloalkyl, an optionally substituted Cg aryl, an optionally
substituted Cj¢ aryl and an optionally substituted aryl(Cig alkyl); and R¥* is hydrogen or an
optionally substituted Cj4-alkyl; or R*™* and R®* are taken together to form an optionally
substituted Cs.¢ cycloalkyl.

49, The use of Claim 48, wherein R** is an optionally substituted C,.¢-alkyl; and/or

R¥4 s hydrogen.

50.  The use of any one of Claims 11-49, wherein R>* is hydrogen.

51.  The use of any one of Claims 11-49, wherein R>* is halogen.

52, The use of any one of Claims 11-51, wherein R** is fluoro.

53. The use of any one of Claims 1-10, wherein the compound is a compound of
Formula (1II).

54.  The use of any one of Claims 1-10, wherein the compound is a compound of
Formula (1II).
55.  The use of Claim 11, wherein the compound of Formula (I) is selected from the

group consisting of:
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%
F

, or a pharmaceutically

acceptable salt of the foregoing.

56.  The use of Claim 11, wherein the compound of Formula (I) is selected from the

group consisting of:
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NH,
SN
P 0 LA
HO—F—0—FP—0—P—0 o f °
| | | \
HO  HO  HO
;HC')‘Q *
NH,
Y
P 1 LA
HO—P—0—P—0—P—0 ot 0
Tl
HO HO  HO ¢
Ny

} HO F
57.

group consisting of:

NH,
=N
B N o)
o) FI’ 0 o
HsC NH
HaC — ::“ %
)\ HG F
H,e” 07 o ,
NH,
SN
; N
o— N o)

H4C
HaC 5 %,
/j\ HO T
HsC o o]

NH,
Y
¢ 8 9 LA
HO—P—0—P—0—P—0 o N°0
i | | \
Ho  HO MO N
_/_HO$ %
NH,
N
0 0 o | /K
T0 NG
HO—P—O0—P—0—P—0 o
| | | \
HO  HO MO &N\
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and

, or a pharmaceutically acceptable salt of the foregoing.

The use of Claim 11, wherein the compound of Formula (1) is selected from the
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s and

o 6 ¥
j/L\ , or a pharmaceutically acceptable salt of the foregoing.

58. The wuse of Claim 11, wherein the compound of Formula (I) is

R1AQ glA
X
HO F , or a pharmaceutically acceptable salt thereof.
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59, The use

of Claim 58, wherein the compound of Formula (I) is
NH,
]
HO N/l\o
O
HO F , or a pharmaceutically acceptable salt thereof.
60. The use of Claim 58, wherein the compound of Formula (I) is
NH;
Ry
0 | /L
N 0
0 o)
o—" .
o ¢ F
I , or a pharmaceutically acceptable salt thereof.
61. The use of Claim 58, wherein the compound of Formula (I) is
NH,
Y
% 3 LA
HO—F—0—P—0—P—0 o N
o b do XY
HO F

, or a pharmaceutically acceptable salt thereof.
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62. The wuse of Claim 53, wherein the compound of Formula (II)
NH,
NH,
TSN
Y | /K
' )\ N” 0
O
0 Y
>y ——d ¥
|
is R1B , O
NH,
Y
N/J\O
o]
0=T—cf F
S
and O , or a pharmaceutically acceptable salt thereof.
63.  The use of Claim 54, wherein the compound of Formula (I1I) is selected from the

group consisting of:

NH,
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HsC
HyC

Oo=0.—

HyCH,CO

H4CH,CO

o)

HaC
HsC

Hyl

and

, or a pharmaceutically acceptable salt of the foregoing.
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