CLAIMS
Use of a compound of Formula (I), or a pharmacallyi@acceptable salt thereof, in the

1.
preparation of a medicament for ameliorating catirgy a viral infection, wherein the compound of

Formula (I) has the structure:

R0
R2AIIII|-- -'IIIIIIRA
H \ y RSA
ESA §4A
)
wherein:
e} RG2 R82
X
</ a </f </ )
x P J
N
BlA |S \rvvv‘ J\J’I\IV"
0 NH, H,
f‘\NH f\N | SN

/K /K N /j\

N o N 0 N o)

| , | or «vlm , wherein B2 can be NH, R®? is an optionally substituted

Cu6 alkyl; and R is hydrogen or Nbj
R* is selected from the group consisting of OH, —AGWR™ and an optionally substituted O-
linked a-amino acid;
*Ais halogen;

and R? are independently hydrogen or deuterium

R* is hydrogen or deuterium;

- 431 -



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

1A 2A ﬁ3A
RGAo—P—g RSAo—F|>—§ R“’A—P—%
optionally substituted O-linked-amino acid, OR™ | R% and RYVA -

R? is azido, —(CH).¢shalogen or —(Ch)1.eNs;
R> is hydrogen or halogen:;

R®*, R and R* are independently selected from the group consjstif absent, hydrogen,

R22A R23A 0

3&><Z4A o SR24A w&/\/é v7\ )J\R%A

and cor

0]
R12AO % %
R13A R14A
m and R” is absent or hydrogen;

A is an optionally substituted aryl;

R is N-alanine, N-valine, N-leucine, N-alanine isopyl ester, N-alanine cyclohexyl ester, N-
alanine neopentyl ester, N-valine isopropyl esté¥-teucine isopropyl ester;

R and R are independently N-alanine, N-valine, N-leuciNealanine isopropy! ester, N-
alanine cyclohexyl ester, N-alanine neopentyl edtevaline isopropyl ester or N-leucine isopropyl
ester,;

R'* and R*! are independently absent or hydrogen;

R is O or OH;

R?** and R*! are each hydrogen;

R?*Ais selected from the group consisting of hydrogenoptionally substituted,G, alkyl, and
an optionally substituted —O+g, alkyl;

R?*"is an optionally substituted, G, alkyl;
R"* is an optionally substituted, G, alkyl;
mis O or 1;
wis O;
sis0, 1, 2 or 3; and
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z*, 72 7** and Z* are each O;

wherein the viral infection is caused by a Filadae virus; and

when a group is substituted, the group is substitwith one or more substituents selected from
the group consisting of alkyl, alkenyl, alkynyl,atgalkyl, cycloalkenyl, aryl, heteroaryl, heterobyc
aryl(alkyl), heteroaryl(alkyl), (heterocyclyl)alkyhydroxy, alkoxy, acyl, cyano, halogen, thiocandon
O-carbamyl, N-carbamyl, O-thiocarbamyl, N-thiocarly, C-amido, N-amido, S-sulfonamido,
N-sulfonamido, C-carboxy, O-carboxy, isocyanatopdiianato, isothiocyanato, nitro, azido, silyl,
sulfenyl, sulfinyl, sulfonyl, haloalkyl, haloalkoxyrihalomethanesulfonyl, trihalomethanesulfonamido
an amino, a mono-substituted amino group and alestguted amino group; and

wherein an —N-linkedi-amino acid ester derivative refers tomamino acid in which a main-
chain carboxylic acid group has been convertechteséer group.

2. The use of Claim 1, wherein the Filoviridae vira€gbolavirus.

3. The use of Claim 2, wherein the Ebolavirus is delgérom the group consisting of
Ebola virus (EBOV), Reston ebolavirus (REBOV), Suéaolavirus (SEBOV), Tidorest ebolavirus
(TAFV) and Bundibugyo ebolavirus (BEBOV).

4. The use of Claim 1, wherein the Filoviridae virasMarburgvirus.

5. The use of Claim 4, wherein the Marburgvirus i®etdd from the group consisting of
Marburg virus (MARV) and Ravn virus (RAVV).

6. The use of any one of Claims 1-5, wherefft B —(CH,)1.¢Cl.

7. The use of Claim 6, whereirfRis chloromethyl.

8. The use of any one of Claims 1-5, wherefft R azido.

9. The use of any one of Claims 1-5, wherefft B —(CH,)1.¢Ns.

10.  The use of Claim 9, whereirfRis azidomethyl.

11.  The use of any one of Claims 1-10, wherein tfei&F.

12.  The use of any one of Claims 1-11, wherefft R hydrogen.

13.  The use of any one of Claims 1-11, wherefft R halogen.

14.  The use of any one of Claims 1-13, wheretft R hydrogen.

15.  The use of any one of Claims 1-13, wheretft B an optionally substituted acyl.

16.  The use of Claim 15, wherein‘Ris —C(=0)R**, wherein R** is an unsubstituted,G,
alkyl.
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17.  The use of any one of Claims 1-13, wherefft R an optionally substituted O-linked
amino acid.

18.  The use of Claim 17, wherein the unsubstitutednRelda-amino acid is selected from
unsubstituted O-linked alanine, unsubstituted ®ddhvaline, unsubstituted O-linked leucine and

unsubstituted O-linked glycine.

19.  The use of any one of Claims 1-13, whereifi R OR™,
|| [ i w
R'?A0—P O—P %
OR13A\\ R14A J
20.  The use of Claim 19, whereirfRis m  R™is absent or

hydrogen; and m is 0.

ol
|

1
R'?A0—P {O—P %

(|3R13A R14A

21. The use of Claim 19, whereirfRis Jm . R is absent or

hydrogen; and mis 1.
22.  The use of Claim 19, whereirfRand R* are independently absent or hydrogen.
R22A R23A 0

>< RA
z4AJLéO/\/>
23. The use of Claim 19, whereirfRand R* are eachSZL s

24.  The use of Claim 19, whereirfRand R* are each isopropyloxycarbonyloxymethyl.

o)
/\/éo\/% )J\ 25A
. s R
25.  The use of Claim 19, whereirfiRand R* are eachblLA w .
0

;JJJ\/\S
26. The use of Claim 19, whereirPRand R” are each
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2A

R8Ao—P—§
27. The use of any one of Claims 1-13, whereifi B R
28.  The use of Claim 27, whereirfRis an optionally substituted phenyl.
29.  The use of Claim 28, whereirfRis an unsubstituted phenyl.
30. The use of Claim 27, whereirfRis an optionally substituted naphthyl.
31.  The use of any one of Claims 27-30, whereifi 8 N-alanine isopropyl ester, N-alanine
cyclohexyl ester, N-alanine neopentyl ester, Nnalisopropyl ester or N-leucine isopropyl ester.

32.  The use of any one of Claims 27-30, whereifi B selected from the group consisting of

PR S HeSIC SR

SV e

and
3A
33.  The use of any one of Claims 1-13, whereifi R

R10A_P %

R11A

34. The use of Claim 33, wherein® and R'* are independently N-alanine isopropyl ester,
N-alanine cyclohexyl ester, N-alanine neopentyedt-valine isopropyl ester or N-leucine isopropyl
ester.
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35.

36.
37.
38.
39.

amino acid.

40.

LK

consisting of

O HN_YY\E

The use of Claim 33, wherein'® and R'* are independently selected from the group

e

and
The use of any one of Claims 1-35, whereift R OH.

The use of any one of Claims 1-35, wherefft R —OC(=O)R*.
The use of Claim 37, wherein Ris an unsubstitutedG, alkyl.

The use of any one of Claims 1-35, wherefft R an optionally substituted O-linked

The use of Claim 39, wherein the unsubstitutedn®eld a-amino acid is selected from

unsubstituted O-linked alanine, unsubstituted ®davaline, unsubstituted O-linked leucine and

unsubstituted O-linked glycine.

41.
42.

43.

44,

The use of any one of Claims 1-40, wherefhi®hydrogen.

The use of any one of Claims 1-41, wherefhdnd R? are each hydrogen.

0
N
{
=
T N NH,
The use of any one of Claims 1-42, wheretfi B wn~
NH,

N X
/ N
(A

The use of any one of Claims 1-42, whereifi B «\J«v
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‘ NH

N 0]

45.  The use of any one of Claims 1-42, whereifi B e
NH,

XN

| A

46.  The use of any one of Claims 1-42, wherefi B«

47.  The use of any one of Claims 1-42, whereifi B «~an-
48.  The use of any one of Claims 1-5, wherein the camgdas selected from the group

consisting of:

1A
B1A R1AO B B1A
1A 1A 1A
\\\\\ cl & R % Cl N $ B F cl Si S %
% HO T, HO F o, RIA F
1A
BA 1A B BlA
1A RO 1A
N3 \\\\\ \\S :;/ N3 \\\\ \\\; ,,// N3 \\\\ \\\\ Z’/ F
HO F o, R3A F and HO F , or a pharmaceutically acceptable salt
of any of the foregoing.
R1A0 B1A
W
Ny /
49.  The use of Claim 48, wherein the compound is HO™ F ,ora

pharmaceutically acceptable salt thereof.
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50.
51.
52.

53.

NH,

NN

e

The use of Claim 49, whereinBis ~nn-
The use of Claim 49, whereinRis hydrogen.
The use of Claim 49, whereinRis —C(=0)-unsubstituted,G alkyl.

B1A

R'A0
o)

N3 g 3
The use of Claim 48, wherein the compound is R* F ,ora

pharmaceutically acceptable salt thereof.

54.
55.
56.
57.
alkyl.
58.

consisting of:

NH,

NN

e

The use of Claim 53, wherein'Bis «~nn-
The use of Claim 53, wherein“Ris hydrogen.

The use of Claim 53, whereinRis —C(=0)-unsubstitutedG alkyl.

The use of Claim 53, whereirfRis —OC(=O)R*, wherein R* is an unsubstituted,G

The use of any one of Claims 1-5, wherein the camgas selected from the group
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Ne— 3 N3 3 S 3
HO F , HO F , HO F ,
NH
O 2 0
N
N N
NH
% L am
= N 0
N -
HO N NH, HO HO N N NH,
0O 0] o]
cl — c— ~—~4=F N—
HO F , HO F , HO F ,
L NH,

N
HO N HO N NH,
S

N3 \\‘\\\ \s ’(// N3 N \s .,’// $ 3
HO F , HO F , HO F ,
NH, NH,

HO o
Na—" |
HO , or a pharmaceutically acceptable salt of anyhef t
foregoing.
59. The use of any one of Claims 1-5, wherein the camgdas selected from the group

consisting of:
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e}

H,N

NH



o)
0
; { | NH
0
SN
ONg—
HO F
o

(0]
o | NH
)\/u\ow (6}
NH
L Sl 3
HO T

NH,
4< 0
4{ Y
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HOQ

o)
T
Z
o z :
[)\|\| ,.////F \\\\_ m B
3 Z,
o) o z v F L
) @]
o) ° | y
OH4|0
R NS
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NH,

\N

- 443 -

0
| NH
0
O—_ |
TS
O N
HO F
OYO
YO
NH,
\)ko N No
c— \_/
o F
810
NH,
B
HO o N/go
c—"
o F
o)
L
NH,
HN O XN




and

, Or a pharmaceutically acceptable salt of anyeffbregoing.

60. The use of any one of Claims 1-5, wherein the camgdas selected from the group

consisting of:

-444 -



o
e
Yy 2
O [s2)
| z
O=—a—0Q
_ I
i
O=—a—O
_ I
T
OoO=—n—0Q
_ I
o
I

o) o <
2 S\\O K7 \SO
\\\\Mo I % \m K
o) o) 1 n_U o
_ | O Oo=—0—0Q
O=—0—0 O=—0—0 T
|+ | T n_u
7 7 |
- O=—na—0
M 012 6
i ? o—d—o
— Q. —
- o=t—g 5
2 o -
- -
b4
@) - W / O
- A o z N\A
N
T — z z (]
z “ ////F . y - ,z///_-_l
— o NS o o
" o w,
e Yy 2
7%, I ~ g 7, I
2, I
o I ’ o |
_ oz (] L _ o
Oo=—a—I | © Oo=a—0
_ O=—n—O0 _ T
o) | = o)
| o n_U |
o=t—T o=0—0 o=a—2
| i _
o o e
| o _ _
O=—a—IT O=—0—0 O”P|m
% . %
b 2 T
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NH,
O
)
N AN (0] O (0]
% N [ [ )\
? D D <N | )\ HO_T_O_%_O_T_O o N o)
Ho—F|>—o—F|>—o—||3—o o N~ “NH, OH OH On .
HO HO HO N— F
N3 N S "/,// \\\S Z
HO F and HO F , o or
pharmaceutically acceptable salt of any of thedoneg.
NH,
SN

61. The use of any one of Claims 1-5, wherein the camgas

O  F ,ora
pharmaceutically acceptable salt thereof.
NH,
)
N/go
N3_\\\\\\\\$~‘ ';’/
62. The use of any one of Claims 1-5, wherein the camgdas HO F ,ora
pharmaceutically acceptable salt thereof.

63.

The use of any one of Claims 1-5, wherein the camgdas selected from the group
consisting of:
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e}
-

o F o F NH,
AN
O (0] N
0 | PN
(6] o N (6]
N
HO F
NH,
NN

o) | /K
| Y )
/& NH> Ng" | /&
HO—~ o N~ Yo A
3

o N o
N o SN \
\/ S e
< - le) N o) O N ‘.
Ng
Y&O 3 A 5 \(\%/go
HO F and 10 ,ora

pharmaceutically acceptable salt of any of thedoneg.
64. The use of any one of Claims 1-5, wherein the camgdas selected from the group

consisting of:
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N3 ) $
N3 N $ 3 N3 \\\\ S ;,/
Oj/cf F i@‘ F
L L
NH,

, Or a pharmaceutically acceptable salt of anyeffbregoing.

65. The use of any one of Claims 1-5, wherein the camgdas

NH,

HO  F , or a pharmaceutically acceptable salt thereof.
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66. The use of any one of Claims 1-5, wherein the camgas

NH,

SN

| A

HO F , Or a pharmaceutically acceptable salt thereof.

67. The use of any one of Claims 1-66, wherein the aamgd of Formula (I), or a
pharmaceutically acceptable salt thereof, is usembmbination with an interferon.

68. The use of Claim 67, wherein the interferon is gyteged interferon.

69. The use of any one of Claims 67-68, wherein therfaton is a Type 1 interferon.

70. The use of Claim 69, wherein the Type 1 interfasoan alpha-interferon (IFN.

71. The use of Claim 70, wherein the IFNs selected from the group consisting of
Pegylated interferon-alpha-2a (PEGASYS®), Pegylateztferon-alpha-2b (PEG-INTRON®) and
interferon alfacon-1 (INFERGEN®).

72.  The use of Claim 69, wherein the interferon is teterferon (IFNB).

73.  The use of any one of Claims 67-68, wherein therfaton is a Type 2 interferon.

74. The use of any one of Claims 67-68, wherein therfaton is a Type 3 interferon.

75.  The use of Claim 74, wherein the Type 3 interfdsoa lambda-interferon (IFIN).

76. The use of Claim 75, wherein the IPNs pegylated interferon lambda.

77. The use of any one of Claims 1-76, wherein the @amgd of Formula (I), or a
pharmaceutically acceptable salt thereof, is usesbmbination with a compound selected from the
group consisting of ribavirin, (2S,3S,4R,5R)-2-f#ao-5H-pyrrolo[3,2-d]pyrimidin-7-yl)-5-
(hydroxymethyl)pyrrolidine-3,4-diol, 5-Fluoro-2-oxtH-pyrazine-3-carboxamide,
hexadecyloxypropyl-cidofovir, AVI-7537, AVI-7288,Mapp and TKM-Ebola, or a pharmaceutically
acceptable salt of any of the foregoing.
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