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WHATIS CLAIMED IS:

1. A compound of Formula (1). or a pharmaccutically acceptable salt ther

wherein the compound of Formula (I) has the structure:

OR'" O
0 R2
\ N/
RSa
R6 \N/ N .
: R3b
RS R4
M

wherein:
------- i$ & single bond or double bond;
R is selected from the group consistifg of hydrogen. an unsubstituted C,
alkyl, -C(=0)Y'. -C(=0)-0-Y'. «(CH)A-C=0)-Y'. «(CH:)-0-(C=0)-0-Y'. -
(CHCH3)-0~(C=0)-Y' and -(CHCH;3)-QAC=0)-0-Y";

R? is selected from the groupousisting of hydrogen. an optionally substituted
Cie alkyl. an optionally subdlituted heterocyclyl. an optionally substituted
cycloalkyl(C .« alkyl), an opftionally substituted arvl(C., alkyl), an optionally
substituted heteroaryl{(C).

alkyl);

alkyl) and an optionally substituted heterocyclyl(C).q

R*¥and R™ ¢
R and

¢ independently hydrogen or an optionally substituted C\., alkyl:
/are independently selected {rom the group consisting of hydrogen,
an optionally Aubstituted aryl. an optionally substituted arvl(C, alkyl) an optionally
substituteg/heteroaryl and an optionally substituted heteroaryl(Ci4 alkyl). provided
that at Jast one of R* and R” is not hydrogen; or
R* and R are taken together to form an optionally substituted tricyclic
cloalkenyl or an optionally substituted tricyclic heterocyclyl:

R is selected from the group consisting of hydrogen. halogen. -CN. an
optionally substituted C, alkyl. an optionally substituted aryl, an optionally

substituted heteroaryl. -CH.OH. -CH(Y*}(OH) and -C(O)Y>:
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r 2 - - « ~
Y' and Y* are independently selected from the group consisting of a

2. The compound of Claim 1. wherein R” is hydrogen.

3. The compound of Claim 1. wherein R” is an optionally,
4. The compound of Claim 3. wherein the optiongfly substituted aryl is an
optionally substituted phenyl.

3. The compound of Claim 1, wherein R” is gff optionally substituted aryl(C .o

alkyl).
6. The compound of Claim 1. wherein RAs an optionally substituted heteroaryl.
7. The compound of Claim 6. whereiyf the optionally substituted heteroaryl is an

optionally substituted imidazole or an optional}f substituted pyrazole.

8. The compound of Claim/1, wherein R is an optionally substituted
heteroaryl(C) alkyl).
9. The compound of gy one of Claims 1-8. wherein R® is an optionally
substituted aryl.
10.  The compoung/of Claim 9, wherein the optionally substituted aryl is an

optionally substituted pher

substityfied heteroaryl(C ., alkyl).
14.  The compound of Claim 1. wherein R* and R” are each a substituted phenyl
ibstituted with one or more group selected from fluoro. chloro, iodo, Cy.y alkyl, Cay alkynyl,

hydroxy. Ci.; alkoxy. an optionally substituted phenyl. cyano. NC-(CHj)-. HaN-C(=O)-
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O
™~
(CHa)-. O-amido(CHa)-. optionally substituted ff and optionally substj

_N\/j/\;“

15.  The compound of Claim 1, wherein R* and R” are taken togfther to form an

optionally substituted tricyclic heterocycelyl.

16. substituted tricyclic

17.  The compound of (faim 15 or 16. wherein the tricyclic heterocyclyl is

substituted with one or more groyf selected from tluoro. chloro, iodo and C,.; alkyl.
18.  The compound/l any one of Claims 1-17. wherein R? is hydrogen.
19.  The compgfnd of any one of Claims 1-17, wherein R is an optionally
substituted C, alkyl.
20.  The ghmpound of Claim 19. wherein the optionally substituted Cy alkyl is
substituted with gbstituent scleeted from the group consisting of halogen. haloalkyl. hydroxy
and alkoxy.
21 The compound of any one of Claims 1-17. wherein R* is an optionally
substitfied aryl(C) alkyl).
22, The compound of any one of Claims 1-21. wherein R is hydrogen.

23.  The compound of any one of Claims 1-21. wherein R’ is an unsubstituted C.y
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24.

The compound of any one of Claims 1-21, wherein R! is -C(=0)Y'. -C(=0)

O-Y.  «(CH-0-(C=0)-Y'. —(CH)-0-(C=0)-0-Y'. ~(CHCH;3)-0-(C=0)-Y’
-(CHCH;)-0-(C=0)-0-Y".

25.
6.

1o

é, alkyl.
32,

o cycloalkyl.

33,
aryl.

34.
heteroaryl.

35.
heterocyelyl.

36.
group.

37.

38.

39.

40.

2

The compound of Claim 24, R' is -C(=0)Y".

The compound of Claim 24, R' is -C(=0)-0-Y".

The compound of Claim 24. R' is -(CI-I;)-O~(C‘=O)—‘{".

The compound of Claim 24, R' is /(CH,)-0-(C=0)-0-Y".
The compound of Claim 24. R' is «(CHCH;)-0-(C=0)/".
The compound of Claim 24, R' is (CHCH;)-0-C= )-O~Y‘.

The compound of any one of Claims 24-30. Y' jfan optionally substituted C;.
The compound of any one of Claims 24-3#. Y' is an optionally substituted Cs.
The compound of any one of Clajhs 24-30. Y' is an optionally substituted
The compound of any one # Claims 24-30, Y' is an optionally substituted

The compound of any one of Claims 24-30, Y' is an optionally substituted

T compound of Claim 38, wherein R’ is hydrogen.
he compound of Claim 38. wherein R’ is an optionally substituted C,_, alkyl.
The compound of any one of Claims 38-40. wherein R® is hydrogen.

The compound of any one of Claims 38-40. wherein R® is an optionally

subgfituted C,_y alkyl.
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43, The compound of Claim 38, wherein -C(R.’)NI-IRx is selected froi

HaN % thj/%k Hzf\ji} 3
2 HQN
\( s . and 7< ., wherein Het can be ar

substituted heteroaryl or an optionally substituted heterocyclyl.

44, The compound of any one of Claims 1-43, wherein R® is hydyfgen.

45.  The compound of any one of Claims 1-43. wherein R® is bflogen or -CN.

46.  The compound of any one of Claims 1-43, wheregfh R® is an optionally
substituted C . alkyl. an optionally substituted arvl or an optionall/ substituted heteroaryl.

47.  The compound of any one of Claims 1-43/ wherein R® is -CH,OH. -
CH(Y*)(OH) or -C(O)Y™.

48. The compound of any one of Claims 1-47/wherein R* is hydrogen.

49. The compound of any one of Claipgfs 1-47. wherein R*™ is an optionally
substituted C_y alkyl.

50.  The compound of any one of Cyfims 1-49, wherein R* is hydrogen.

51.  The compound of any ongfof Claims 1-49. wherein R*® is an optionally
substituted C; alkyl.

52. The compound of anybne of Claims 1-51, wherein ------- is a single bond.

53.  The compound of Any one of Claims 1-51. wherein ------ is a double bond.
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54 The compound of Claim 1, wherein the compound is selected from the grouy

consisting of:

OH ©
OH O OH O © Ny g N
° AN N/ ° AN N/ XN
\N/N \N/N
OH © O O oH O
NN NN WS NS N/l\
\N/N \N/N \N/N
OH O
Of\HI\N/\
NN
-
/
OH © 4 °
O
\N/N
AN
Z | /1
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and or a pharmaceutically

acceptable salt of the foregoing.
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55.  The compound of Claim 1, wherein the compound is selected from the grou

consisting of:

Ofo—— O o=

OH 0

S N

N

OH 0O

X N
\N/N

OH 0 OH (o]
o} o}
~ AN N/ AN N/
S . N
N7 N

N . N
OM O ?H O
Sy N Ny N
©j“©~ <
= \
N\ \
\ \
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ST
N/N
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PN

and jSlo or a pharmaceutically acceptable salt

56.  The compound of Claim 1, wherein the compound is glected from the group

of the foregoing.

consisting of:

OH 0
O
T%/U\N/
N

Ny

/

A
OH Q
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0.
S N
. /N AN /N
N N
Xy, N
N Criy OF
\ /
F F \
F F y F o and
OH o J\
o
NN
. N
N/
/
.
s . or a pharmaceutically/acceptable salt of the foregoing.
57.  The compound of Claim 1. &herein the compound is selected from the group

consisting of:
OH O

|
SRVECA®

pharmaceuticallyfcceptable salt of the foregoing.

58. /A pharmaceutical composition comprising an effective amount of a compound

of any ofle of Claims 1-37. or a pharmaceutically acceptable salt thereof. and a
pharmg€eutically acceplable carrier. diluent. excipient. or combination thereol.

59. A method for ameliorating or treating an orthomyxovirus infection comprising

fiministering an effective amount of a compound of any one of Claims 1-57. or a

pharmaceutically acceptable salt thereof. or a pharmaceutical composition of Claim 58.
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60. A method for inhibiting replication of an orthomyxovirus virus comprisin

composition of Claim 58.

61. A method for contacting a cell infected with an orthomypovirus virus
comprising contacting a cell infected with the virus with an effective amoupt of a compound
of any one of Claims 1-57. or a pharmaccutically acceptable salt thereof £r a pharmaceutical
composition of Claim 58.

62. A method for ameliorating or treating an orffomyxovirus infection in
combination with one or more agents comprising administerigh or contacting a cell with an
eftective amount of a compound of any one of Claims 1-57/or a pharmaceutically acceptable
salt thereof. or a pharmaceutical composition of Claim 3.

63. A method for inhibiting endonucleagf activity of an influenza endonuclease
comprising contacting the aclive site ol the epfonuclease with an eflective amount of a
compound of any one of Claims 1-57, or aharmaceutically acceptable salt thereof. or a
pharmaceutical composition of Claim 58.

64.  The method of any ong/f Claims 59-61, whercin the orthomyxovirus viral
infection is influenza,

65.  The method of Chaim 62. wherein the orthomyxovirus viral infection is an
influenza virus infection: angf wherein the one or more agents is selected from the group
consisting of a neuraminigdse inhibitor, a M2 protein inhibitor. a polymerase inhibitor, a PB2
inhibitor. amantadin rimantadine, zanamivir. oseltamivir. peramivir. laninamivir.
laninamivir octangfe, favipiravir. fludase, ADS-8902. an immuno-modulator. beraprost.
Neugene®. ribapirin, CAS Reg. No. 1422050-75-6, CAS Reg. No. 1259366-34-1 (VX-787),
FluMist Qphdrivalent® (Medlmmune), Fluarix® Quadrivalent (GlaxoSmithKline),

Fluzone®/ Quadrivalent (Sanofl Pasteur). Flucelvax® (Novartis) and FluBlok® (Protein
The method of 65, wherein the one or more agents is oseltamivir.

The method of any one of Claims 64-66, wherein the influenza is influenza A.

The method of any one ot Claims 64-60. wherein the influenza is influenza B.
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69.  The method of any one of Claims 64-66, wherein the influenza is influenza C,

70.  The method of any one of Claims 64-66. wherein the influenza is selegfed
from the group consisting of HIN [, H3N2, H5NI and H7NO.

71.  The method of any one of Claims 59-70, wherein the compound of Ahy one of
Claims 1-57. or a pharmaceutically acceptable salt thereof. or the pMarmaceutical
composition of Claim 58 is effective against more than 1 subtype of influen

72.  Use of an effective amount of a compound of any one gA Claims 1-57. or a
pharmaceutically acceptable salt thereof. or a pharmaceutical compogfion of Claim 38 in the
preparation of a medicament for ameliorating or treating an orthoigfxovirus viral infection.
73. Use of an effective amount of a compound offiny one of Claims 1-57. or a
pharmaceutically acceptable salt thereof. or a pharmaceutic#l composition of Claim 58 in the
preparation of a medicament for inhibiting replication ojan orthomyxovirus virus.
74. Use of an effective amount of a comfpound of any one of Claims 1-37. or a
pharmaceutically acceptable salt thereof. or a phgfmaceutical composition of Claim 58 in the
preparation of a medicament for contacting a ¢£l1 infected with an orthomyxovirus virus.

75.  Use of an effective amounyfof a compound of any one of Claims 1-57, or a
pharmaceutically acceptable salt theregf or a pharmaceutical composition of Claim 58 in the
preparation of a medicament for anyfliorating or treating an orthomyxovirus viral infection in
combination with one or more géents comprising administering or contacting a cell with an
effective amount of the cogfpound. or a pharmaceutically acceptable salt thereof. or the

pharmaceutical compositi

The use of any one of Claims 72-74. wherein the orthomyxovirus viral
on is influenza.

78. The use of Claim 75, wherein the orthomyxovirus viral infection is an
nfluenza virus infection; and wherein the one or more agents is selected trom the group

consisting of a neuraminidase inhibitor. a M2 protein inhibitor. a polymerase inhibitor. a PB2
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inhibitor, amantadine. rimantadine, zanamivir. oseltamivir, peramivir, laninamivir
laninamivir octanoate, favipiravir, fludase. ADS-8902. an immuno-modulator, beraprght.
Neugene®. ribavirin. CAS Reg. No. 1422050-75-6. CAS Reg. No. 1259366-34-1 (VX¥£/87).
FluMist Quadrivalent® (Medlmmune). Fluarix® Quadrivalent (GlaxoSmyihKline).
Fluzone® Quadrivalent (Sanofli Pasteur), Flucelvax® (Novartis) and FluBlgk® (Protein
Sciences).

79. The use of 78, wherein the one or more agents is oseltamivA-.

80.  The use of any one of Claims 77-79. wherein the influefza is influenza A.

81. The use of any one of Claims 77-79. wherein the injfienza is influenza B.

82.  The use of any one of Claims 77-79. wherein thefintluenza is influenza C.

83. The use of any one of Claims 77-79, whereinghe influenza is selected trom the
group consisting of HIN1. H3N2, H5NT and H7N9.

84.  The use of any one of Claims 72-83/wherein the compound of any one of
Claims 1-37. or a pharmaceutically acceptaffle salt thereof. or the pharmaceutical

composition of Claim 58 is etfective against mfbre than | subtype of influenza.




CLAIMS

I. A compound of Formula (I), or a pharmaceutically acceptable salt thereof,

wherein the compound of Formula (I) has the structure:

R'" ©
o) R?
\ N/
R3a
Re” Sy N .
! R3b
R® R*
@

wherein:

------- is a single bond or double bond;

R' is selected from the group consisting of hydrogen, an unsubstituted C,4 alkyl, -
C(=0)Y', -C(=0)-0-Y', -(CH,)-0-(C=0)-Y', ~(CH,)-0-(C=0)-0-Y', ~(CHCHj;)-0-(C=0)-Y'
and -(CHCH;)-0-(C=0)-0-Y';

R? is selected from the group consisting of hydrogen, an optionally substituted C,.¢ alkyl,
an optionally substituted heterocyclyl, an optionally substituted cycloalkyl(C;s alkyl), an
optionally substituted aryl(C,.¢ alkyl), an optionally substituted heteroaryl(C,.¢ alkyl) and an
optionally substituted heterocyclyl(C; alkyl);

R** and R*® are independently hydrogen or an optionally substituted C;4 alkyl;

R* and R’ are independently selected from the group consisting of hydrogen, an
optionally substituted aryl, an optionally substituted aryl(C,.s alkyl), an optionally substituted
heteroaryl and an optionally substituted heteroaryl(Cy. alkyl), provided that at least one of R*
and R® is not hydrogen; or

R* and R’ are taken to gether to form an optionally substituted tricyclic cycloalkenyl or an
optionally substituted tricyclic heterocyclyl;

R® is selected from the group consisting of hydrogen, halogen, -CN, an optionally
substituted C;. alkyl, an optionally substituted aryl, an optionally substituted heteroaryl, -
CH,OH, -CH(Y?)(OH) and -C(O)Y?;

Y' and Y? are independently selected from the group consisting of an optionally

substituted C, alkyl, an optionally substituted Cs.¢ cycloalkyl, an optionally substituted aryl, an
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optionally substituted heteroaryl, an optionally substituted heterocyclyl, a mono-substituted
amino group, a di-substituted amino group and -C(R"YNHR®; and
R’ and R® are independently hydrogen or an optionally substituted C_4 alkyl.

2. The compound of Claim 1, wherein R* is hydrogen.

3. The compound of Claim 1, wherein R” is an optionally substituted aryl,

4, The compound of Claim 3, wherein the optionally substituted aryl is an optionally
substituted phenyl.

5. The compound of Claim 1, wherein R* is an optionally substituted aryl(Ci
alkyl).

6. The compound of Claim 1, wherein R* is an optionally substituted heteroaryl.

7. The compound of Claim 6, wherein the optionally substituted heteroaryl is an

optionally substituted imidazole or an optionally substituted pyrazole.

8. The compound of Claim 1, wherein R? is an optionally substituted heteroaryl(C.¢
alkyl).

9. The compound of any one of Claims 1-8, wherein R’ is an optionally substituted
aryl.

10.  The compound of Claim 9, wherein the optionally substituted aryl is an optionally
substituted phenyl.

11.  The compound of any one of Claims 1-8, wherein R is an optionally substituted
aryl(C,.¢ alkyl).

12.  The compound of any one of Claims 1-8, wherein R’ is an optionally substituted
heteroaryl.

13.  The compound of any one of Claims 1-8, wherein R’ is an optionally substituted
heteroaryl(C,_¢ alkyl).

14.  The compound of Claim 1, wherein R* and R’ are each a substituted phenyl
substituted with one or more group selected from fluoro, chloro, iodo, Ci4 alkyl, Co4 alkynyl,

hydroxy, Ci.4 alkoxy, an optionally substituted phenyl, cyano, NC-(CH3)-, H;N-C(=0)-(CH,)-,
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~
O-amido(CHy)-, optionally substituted 3’3 and optionally substituted

/jﬁf’

The compound of Claim 1, wherein R* and R’ are taken together to form an
optionally substituted tricyclic heterocyclyl.
16 The compound of Claim 15, wherein the optionally substituted tricyclic

heterocyclyl is an optionally substituted moiety selected from the group consisting of:

17. The compound of Claim 15 or 16, wherein the tricyclic heterocyciyl is substituted
with one or more group selected from fluoro, chloro, iodo and C,.4 alkyl.

18. The compound of any one of Claims 1-17, wherein R%is hydrogen.

19.  The compound of any one of Claims 1-17, wherein R? is an optionally substituted
Ci.6 alkyl.

20.  The compound of Claim 19, wherein the optionally substituted C;¢ alkyl is
substituted with substituent selected from the group consisting of halogen, haloalkyl, hydroxy
and alkoxy.

21.  The compound of any one of Claims 1-17, wherein R” is an optionally substituted
aryl(C, alkyl).

22.  The compound of any one of Claims 1-21, wherein R’ is hydrogen.

23.  The compound of any one of Claims 1-21, wherein R is an unsubstituted C;.4
alkyl.
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24,  The compound of any one of Claims 1-21, wherein R'is -C(=0)Y, -C(=0)-0O-
Y!, «(CH2)-0-(C=0)-Y', —(CH;)-0-(C=0)-0-Y', —(CHCH;)-O-(C=0)-Y' or -(CHCHj)-O-
(C=0)-0-Y.

25.  The compound of Claim 24, R' is -C(=0)Y".

26.  The compound of Claim 24, R' is -C(=0)-0-Y".

27.  The compound of Claim 24, R' is -(CHZ)-O-(C=O)-YI.

28.  The compound of Claim 24, R' is —(CH,)-O-(C=0)-0-Y".

29.  The compound of Claim 24, R' is -(CHCH3)-O-(C=0)-Y".

30.  The compound of Claim 24, R' is (CHCH;)-0-(C=0)-0-Y".

31.  The compound of any one of Claims 24-30, Y' is an optionally substituted Cy.

alkyl.

32.  The compound of any one of Claims 24-30, Y' is an optionally substituted Cs.
cycloalkyl.

33.  The compound of any one of Claims 24-30, Y' is an optionally substituted aryl,

34.  The compound of any one of Claims 24-30, Y' is an optionally substituted
heteroaryl.

35.  The compound of any one of Claims 24-30, Y' is an optionally substituted
heterocyclyl.

36.  The compound of any one of Claims 24-30, Y' is a mono-substituted amino
group.

37.  The compound of any one of Claims 24-30, Y' is a di-substituted amino group.
38.  The compound of any one of Claims 24-30, Y' is -C(R")NHR®,

39.  The compound of Claim 38, wherein R is hydrogen.

40. The compound of Claim 38, wherein R’ is an optionally substituted C, .4 alkyl.

41. The compound of any one of Claims 38-40, wherein R®is hydrogen.

42, The compound of any one of Claims 38-40, wherein R® is an optionally

substituted C;4 alkyl.
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HaN %
43.  The compound of Claim 38, wherein -C(R")NHR? is selected from Y ,

HNL % HN %,
T

44.  The compound of any one of Claims 1-43, wherein R® is hydrogen.

45.  The compound of any one of Claims 1-43, wherein R®is halogen or -CN.

46.  The compound of any one of Claims 1-43, wherein R® is an optionally substituted
Cy.6 alkyl, an optionally substituted aryl or an optionally substituted heteroaryl.

47.  The compound of any one of Claims 1-43, wherein R® is -CH,OH, -CH(Y*)(OH)
or -C(O)Y?.

48.  The compound of any one of Claims 1-47, wherein R* is hydrogen.

49.  The compound of any one of Claims 1-47, wherein R* is an optionally
substituted C;4 alkyl.

50.  The compound of any one of Claims 1-49, wherein R*is hydrogen.

51.  The compound of any one of Claims 1-49, wherein R*® is an optionally
substituted C;4 alkyl.

52.  The compound of any one of Claims 1-51, wherein ------- is a single bond.

53.  The compound of any one of Claims 1-51, wherein -=---—- is a double bond.
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54.  The compound of Claim 1, wherein the compound is selected from the group

consisting of:

OH Q
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, or a pharmaceutically acceptable
salt of the foregoing.
55. The compound of Claim 1, wherein the compound is selected from the group

consisting of:

OH O
O Q.
W\\)YL / NN/ N N/
\N/N: i X, N



% AN N/
OH O
\N/N
Q,

AN N/

xn N

N
N
N7
\

, or a pharmaceutically acceptable salt of

the foregoing.
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56.  The compound of Claim 1, wherein the compound is selected from the group

consisting of:
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OH O OH © o
0 o o N
AN N X N
X, AN
XNy N N N

.
3
af
4
8
%

pharmaceutically acceptable salt of the foregoing.
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57.  The compound of Claim 1, wherein the compound is selected from the group

consisting of:

pharmaceutically acceptable salt of the foregoing.

58. The compound of Claim 1, wherein the compound

R* , or a pharmaceutically acceptable salt thereof.

59. The compound of Claim 1, wherein the compound

AN N/\
AN /
O O , or a pharmaceutically acceptable salt thereof.
compound of Claim 1, wherein the compound
A

e N
N/\é/

, or a pharmaceutically acceptable salt thereof.
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61.  The compound of Claim 1, wherein the compound is l l

or a pharmaceutically acceptable salt thereof.

62.  The compound of Claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

63. The compound of Claim 1, wherein the compound is F F

or a pharmaceutically acceptable salt thereof.
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64.  The compound of Claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

65. The compound of Claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

66.  The compound of Claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.
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67. The compound of Claim 1, wherein the compound is

O
HoN
O
kO 0
O
AN N/\
X /N
! l , or a pharmaceutically acceptable salt thereof.
The compound of Claim 1, wherein the compound s

(,
\/J

w“ , Or a pharmaceutically acceptable salt thereof.
ol
O

O
0
ff i
N
\N -
69.  The compound of Claim I, wherein the compound is ‘ l .

or a pharmaceutically acceptable salt thereof.
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70.  The compound of Claim 1, wherein the compound is

or a pharmaceutically acceptable salt thereof.

71.  The compound of  Claim I, wherein the compound 1is

, or a pharmaceutically acceptable salt thereof.

The compound of Claim 1, wherein the compound is

, or a pharmaceutically acceptable salt thereof.
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73.  The compound of Claim 1, wherein the compound is

and D D , or a pharmaceutically acceptable salt thereof.

74. A pharmaceutical composition comprising an effective amount of a compound of
any one of Claims 1-73, or a pharmaceutically acceptable salt thereof, and a pharmaceutically
acceptable carrier, diluent, excipient, or combination thereof.

75.  Use of an effective amount of a compound of any one of Claims 1-73, or a
pharmaceutically acceptable salt thereof, in the preparation of a medicament for ameliorating or
treating an orthomyxovirus viral infection.

76.  Use of an effective amount of a compound of any one of Claims 1-73, or a
pharmaceutically acceptable salt thereof, in the preparation of a medicament for inhibiting
replication of an orthomyxovirus.

77.  The use of Claim 75 or 76, further comprising the use of one or more agents.

78.  Use of an effective amount of a compound of any one of Claims 1-73, or a
pharmaceutically acceptable salt thereof, in the preparation of a medicament for inhibiting the

endonuclease activity of an influenza endonuclease.
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79.  The use of any one of Claims 75-76, wherein the orthomyxovirus is an influenza
virus.

80.  The use of Claim 77, wherein the orthomyxovirus is an influenza virus; and
wherein the one or more agents is selected from the group consisting of a neuraminidase
inhibitor, a M2 protein inhibitor, a polymerase inhibitor, a PB2 inhibitor, amantadine,
rimantadine, zanamivir, oseltamivir, peramivir, laninamivir, laninamivir octanoate, favipiravir,
fludase, ADS-8902, an immuno-modulator, beraprost, Neugene®, ribavirin, CAS Reg. No.
1422050-75-6, CAS Reg. No. 1259366-34-1 (VX-787), FluMist Quadrivalent® (MedImmune),
Fluarix® Quadrivalent (GlaxoSmithKline), Fluzone® Quadrivalent (Sanofi Pasteur), Flucelvax®
(Novartis) and FluBlok® (Protein Sciences).

81. The use of Claim 80, wherein the one or more agents is oseltamivir.

82. The use of any one of Claims 79-81, wherein the influenza virus is influenza A,
83.  The use of any one of Claims 79-81, wherein the influenza virus is influenza B.
84. The use of any one of Claims 79-81, wherein the influenza virus is influenza C.

85.  The use of any one of Claims 79-81, wherein the influenza virus is selected from
the group consisting of HIN1, H3N2, H5N1 and H7NO.

86.  The use of any one of Claims 79-85, wherein the compound of any one of Claims
1-73, or a pharmaceutically acceptable salt thereof, is effective against more than 1 subtype of

influenza.
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