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WHAT IS CLAIMED IS: * 

I. A compound of Formula (I), or a phannaccutieally acccptable salt theiyof. 

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

OR1 O / 

(|) / 

wherein: / 

is a single bond or double bond; / 

R1 is selected from the group consisting of hydrogen, an unsubstituted CM 

alkyl, -C(0)Y\ -C{=0)-0-Yl. -{CV\2)j£(C=0)-Yl. -(CH2)-0-(C=0)-0-Y', -

(CHCH3)-0-(C=0)-Y' and -{CUCU3)-(MC=Q)-0-Y{; 
•y M 

R" is selected from the groiipyconsistuig of hydrogen, an optionally substituted 

C|.(, alkyl. an optionally substituted heterocyclyl. an optionally substituted 

cycloalkyl(Ci-6 alkyl), an ajmonally substituted aryl(Ci-6 alkyl), an optionally 

substituted lieteroaryl(Ci.</filkyl) and an optionally substituted heterocyclvl(C|.f, 

alkyl); / 

R'ia and R3b aft independently hydrogen or an optionally substituted CM alkyl; 

R4 and independently selected from the group consisting of hydrogen, 

an optionalUy^ubstituted aryl, an optionally substituted arvl(C|-6 alkyl) an optionally 

substitutedAeteroaryl and an optionally substituted heteroaryl(C|.6 alkyl). provided 

that at i^ast one of R4 and R? is not hydrogen; or 

/ R4 and R3 are taken together to form an optionally substituted tricyclic 

fl^cloalkenyl or an optionally substituted tricyclic heterocyclyl: 

R6 is selected from the group consisting of hydrogen, halogen. -CN. an 

optionally substituted C|.(, alkyl. an optionally substituted aryl an optionally 

substituted heteroaryl. -CH2OH. ~CH(Y2)(OH) and -C(0)Y2: 
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Y1 and Y2 are independently selected from the group consisting of ay 

optionally substituted Cu, alkyl, an optionally substituted C3.6 cycloalkyl.Xm 

optionally substituted aryl. an optionally substituted heteroaryl, an optionally 

substituted heterocyclyl. a mono-substituted amino group, a di-substituted amino and 

-C(R7)NHRS; and / 
7 S M R and R" are independently hydrogen or an optionally substituted C1.4 alkyl. 

2. The compound of Claim 1. wherein R"1 is hydrogen. / 

3. The compound of Claim 1. wherein R4 is an optionallyyiibstituted aryl. 

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

optionally substituted phenyl. / 

5. The compound of Claim 1, wherein R4 is ajf optionally substituted arvl(C|.(, 

alkyl). / 

6. The compound of Claim 1. wherein R.Vs an optionally substituted heteroaryl. 

7. The compound of Claim 6. whereyr the optionally substituted heleroaryl is an 

optionally substituted imidazole or an optionallysubstituted pyrazole. 

8. The compound of Claim/1, wherein R4 is an optionally substituted 

hctcroaryl(Ci-6 alkyl). / 

9. The compound of a^y 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 pheiyfl. 

11. The corafpound of any one of Claims 1-8. wherein R'^ is an optionally 

substituted aryl(Ci.yfiikyl). 

12. TJle compound of any one of Claims 1-8. wherein R3 is an optionally 

substituted horcroarvl. 

13/ The compound of any one of Claims 1-8. wherein R? is an optionally 

substituted heteroaryl(C|.6 alkyl). 

/ 14. The compound of Claim 1. wherein R4 and R5 are each a substituted phenyl 

substituted with one or more group selected from fluoro. chloro. iodo, CM alkyl, C2-] alkynyl, 

hydroxy. CM alkoxv. an optionally substituted phenyl, cvano. NCXCHi)-. H2N-C(=0)-
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.0. 
(CH2)-. 0-amido(CH2)-. optionally substituted 

y 
and optionally substjftited 

15. The compound of Claim 1, wherein R4 and R~ are taken toother to form an 

optionally substituted tricyclic hcterocyclvl. 

16. The compound of Claim 15. wherein the optional# substituted tricyclic 

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

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

substituted with one or more group selected from fluoro. chloro, iodo and CVi alkyl. 

18. The compounc^f any one of Claims 1-17. wherein R2 is hydrogen. 

19. The comp^/nd of any one of Claims 1-17, wherein R2 is an optionally 

substituted C|.6 alkyl. 

20. Theyorapound of Claim 19. wherein the optionally substituted C1-6 alkyl is 

substituted with^wbstituent selected from the group consisting of halogen, haioalkyl. hydroxy 

and alkoxy. 

2\/ The compound of any one of Claims 1-17. wherein R2 is an optionally 

substituted aryl(C|.() alkyl), 

22. The compound of any one of Claims 1 -21. wherein R1 is hydrogen. 

23. The compound of any one of Claims 1-21. wherein R1 is an unsubstituted C1.4 

alkvi. 
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24. The compound of any one of Claims 1-21, wherein R1 is -C(=0)Y', -C(=< 

O-Y1. -(CH2)-0-(C=0)-Y', -(CH2)-0-(C=0)-0-YI. -(CHCH3)-0-(C=0)-Y1 xor 

-(CHCH3)-0-(C=0)-0-Y'. 

25. The compound of Claim 24, R1 is -C(-0)Y'. 
,I 26. 

27. 

28. 

29. 

30. 

31. 

6 alkyl. 

32. 

(, cycloaikyl. 
-> -> 
JO. 

aryl. 

34. 

heteroaryl. 

35. 

heterocyclyl. 

36. 

group. 

37. 

38. 

39. 

40. 

41 

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

The compound of Claim 24. R1 is -(CH2)-0-(C=0)-Y'. 

The compound of Claim 24, R1 is -(CH2)-0-(C=0)-0-Yl.J 

The compound of Claim 24. R1 is -(CHCH3)-0-(C=( 

The compound of Claim 24. R1 is -<CHCH3)-0-(C^)-0-Y!. 

The compound of any one of Claims 24-30. Y1 yr an optionally substituted Cj. 

The compound of any one of Claims 24-3# Y1 is an optionally substituted C3. 

The compound of any one of Clqjms 24-30. Y1 is an optionally substituted 

The compound of any one JK Claims 24-30. Y1 is an optionally substituted 

The compound of an^one of Claims 24-30, Y® is an optionally substituted 

The cotnpourKj/jf any one of Claims 24-30. Y1 is a mono-substituted amino 

The confound of any one of Claims 24-30. Y1 is a di-substituted amino 

The admpound of any one of Claims 24-30. Y1 is -C(R7)NHR8. 

compound of Claim 38. wherein R7 is hydrogen. 

he compound of Claim 38. wherein R7 is an optionally substituted CM alkyl. 

The compound of any one of Claims 38-40. wherein R's is hydrogen. 

The compound of any one of Claims 38-40. wherein R8 is an optionally 

substituted CM alkyl. 
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HoN 

43. The compound of Claim 38, wherein -C(R7)NHRS is selected froi] 

H2N\ H2N\ 

\ H-DN \ 

jptionally and / \ , wherein Het can be 

substituted heteroaryl or an optionally substituted heterocyclyl. 

44. The compound of any one of Claims 1-43, wherein R6 is hydj 

45. The compound of any one of Claims 1-43, wherein R6 is lyflogen or -CN. 

46. The compound of any one of Claims 1-43, wher^jfi R6 is an optionally 

substituted Cu, alkyl. an optionally substituted aryl or an optionalj^substituted heteroaryl. 

47. The compound of any one of Claims 1-43/wherein R6 is -CH2OH. -

CH(Y~)(OH) or -C(0)Y2. 

48. The compound of any one of Claims l-4Vwherein R",a is hydrogen. 

49. The compound of any one of Claims 1-47. wherein R""1 is an optionally 

substituted C 1.4 alkyl. 

50. The compound of any one of Qwms 1-49, wherein R~,b is hydrogen. 

51. The compound of any ona^of Claims 1-49. wherein Rjb is an optionally 

substituted CM alkyl. 

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

53. The compound o^my 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 
consisting of: 

OH 

O* 
OH O 

OH O 

O, s 
^ /N 

N 

OH O 

OH O 

O. 

OH O 

/N-N 

O 

OH 0 

O. 

OH 0 

OH 0 
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H?N 
O 

"O 0 

O, 

OH O OH O OH O 

O. S, 
^ /N-N 

OH O OH O 

OH 0 OH 0 

NC. CN 

-188-





WO 2015/038655 PCT/US2014/055012 

or a pharmaceutical!}' 
acccptable salt of the foregoing. 
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55. The compound of Claim 1, wherein the compound is selected from the grc 

consisting of: 
OH o OH o OH o 

o. % 

^ /N-N 

OH O 
OH 0 

O. 

/N-N 

OH 0 

OH O 

% 

^ /N-N 

OH O 

Sv 

u 

OH O 

j 
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^ r T T 
and . or a pharmaceutical]^/acceptable salt 

of the foregoing. 

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

consisting of: 
OH o 

CK OH O 

OH O 

OH 0 

o. s 
/N-

N 

-ci 
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OH O CFa OH O OH O 

X 

N 

OH 0 
OH 0 OH 0 

O s 
CL 
% /N N 

OH 0 O 0 

^ /N-N 

OH 0 

O. 

OH O OH 0 
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F and 

"s . or a pharmaceuticallVacceptable salt of the foregoing. 

57. The compound of Claim l.jtfherein the compound is selected from the group 

consisting of: 

and . or a 

pharmaceuticallyficceptable salt of the foregoing. 

58. pharmaceutical composition comprising an effective amount of a compound 

of any a/e of Claims 1-57. or a pharmaceutically acceptable salt thereof, and a 

pharm^ceulictflly acceptable carrier, diluent, exeipient. or combination thereof. 

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

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

pharmaceutical!}' acceptable salt thereof, or a pharmaceutical composition of Claim 58. 
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60. A method for inhibiting replication of an orthomyxovirus virus comprising 

contacting a cell infectcd with the virus with an effective amount of a compound of an>yCne 

of Claims 1-57. or a pharmaceutical!)' acceptable salt thereof, or a pharmaceutical 

composition of Claim 58. / 

61. A method for contacting a cell infected with an orthomyxovirus virus 

comprising contacting a cell infected with the virus with an effective amoutfi of a compound 

of any one of Claims 1 -57. or a pharmaceutically acceptable salt thereof^>r a pharmaceutical 

composition of Claim 58. / 

62. A method for ameliorating or treating an orthomyxovirus infection in 

combination with one or more agents comprising administering or contacting a cell with an 

effective amount of a compound of any one of Claims X-Sl/ox a pharmaceutical^' acceptable 

salt thereof, or a pharmaceutical composition of Claim 5jf. 

63. A method for inhibiting endonucleaac activity of an influenza endonuclease 

comprising contacting the active site of the eimmuelease with an effective amount of a 

compound of any one of Claims 1-57, or aypnarmaceutically acceptable salt thereof, or a 

pharmaceutical composition of Claim 58. / 

64. The method of any on^f Claims 59-61, wherein the orthomyxovirus viral 

infection is influenza. / 

65. The method of Graim 62. wherein the orthomyxovirus viral infection is an 

influenza virus infection: an&r 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 octano^fe, favipiravir. fludase, ADS-8902. an immuno-modulator. beraprost. 

Neugene®. riba^rin. CAS Reg. No. 1422050-75-6, CAS Reg. No. 1259366-34-1 (VX-787), 

FluMist Quadrivalent® (Medlmmunc), Fluarix® Quadrivalent (GlaxoSmithKline), 

Fluzone®/Quadrivalent (Sanofi Pasteur). Flucelvax® (Novartis) and FIuBlok® (Protein 

Sciences). 

/ 66. The method of 65, wherein the one or more agents is oseltamivir. 

/ 67. The method of any one of Claims 64-66, wherein the influenza is influenza A. 

68. The method of an\ one of Claims 64-66. 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.J 

70. The method of any one of Claims 64-66. wherein the influenza is seized 

from the group consistingofHINl. H3N2, H5N1 andH7N9. / 

71. The method of any one of Claims 59-70, wherein the compound olymy one of 

Claims 1-57. or a pharmaceutical!)' acceptable salt thereof, or the njirarmaceuiical 

composition of Claim 58 is effective against more than 1 subtype of influen^T 

72. Use of an effective amount of a compound of any one on Claims 1-57. or a 

pharmaceutical!}' acceptable salt thereof, or a pharmaceutical composition of Claim 58 in the 

preparation of a medicament for ameliorating or treating an orthomyxovirus viral infection. 

73. Use of an effective amount of a compound ofrfiny one of Claims 1-57. or a 

pharmaceutical^ acceptable salt thereof, or a pharmaceutical composition of Claim 58 in the 

preparation of a medicament for inhibiting replication ofimi orthomyxovirus virus. 

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

pharmaceutical!)' acceptable salt thereof, or a pha/naceulieal composition of Claim 58 in the 

preparation of a medicament for contacting a ocll infected with an orthomyxovirus virus. 

75. Use of an effective amounrof a compound of any one of Claims 1-57, or a 

pharmaceutical!)' acceptablc salt thereat or a pharmaceutical composition of Claim 58 in the 

preparation of a medicament for ameliorating or treating an orthomyxovirus viral infection in 

combination with one or more agents comprising administering or contacting a cell with an 

effective amount of the con^pound. or a pharmaceutical!}' acceptable salt thereof, or the 

pharmaceutical compositim. 

76. Use ofim effective amount of a compound of any one of Claims 1-57. or a 

pharmaceutical!)' acceptable salt thereof, or a pharmaceutical composition of Claim 58 in the 

preparation of/a medicament for inhibiting endonuclease activity of an influenza 

endonuclcasaf 

7/ The use of any one of Claims 72-74. wherein the orthomyxovirus viral 

infection 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 from 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 octanoatc, favipiravir, fludase. ADS-8902. an imnumo-modulator, beraprost. 

Neugene®. ribavirin. CAS Reg. No. 3422050-75-6. CAS Reg. No. 1259366-34-i (VX^87). 

FluMist Quadrivalent® (Medlmmune). Fluarix® Quadrivalent (GlaxoSmfihKline). 

Fluzone® Quadrivalent (Sanofi Pasteur), Flucelvax® (Novartis) and FluBlyK® (Protein 

Sciences). 

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

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

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

82. The use of any one of Claims 77-79. wherein th^nfluenza is influenza C. 

83. The use of any one of Claims 77-79, whereiiyflie influenza is selected from the 

group consisting of H1N1. H3N2. H5N1 and H7N9. 

84. The use of any one of Claims 72-8.^wherein the compound of any one of 

Claims 1-57. or a pharmaceutical!)1 acceptaMe salt thereof, or the pharmaceutical 

composition of Claim 58 is effective against inwe than 1 subtype of influenza. 
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CLAIMS 

1. A compound of Formula (I), or a pharmaceutical^ acceptable salt thereof, 

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

OR1 O 

O, 

wherein: 

is a single bond or double bond; 

R1 is selected from the group consisting of hydrogen, an unsubstituted CM alkyl, -
C(=0)Y', -C(=0)-0-Y', -(CH2)-0-(C=0)-Y', -(CH2)-0-(C=0)-0-Y', -(CHCH3)-0-(C=0)-Y' 

and -(CHCH3)-0-(C=0)-0-Y'; 

R is selected from the group consisting of hydrogen, an optionally substituted Cj.6 alkyl, 

an optionally substituted heterocyclyl, an optionally substituted cycloalkyl(Ci-6 alkyl), an 

optionally substituted aryl(Ci_6 alkyl), an optionally substituted heteroaryl(Ci.6 alkyl) and an 

optionally substituted heterocyclyl(Ci_6 alkyl); 

R3a and R3b are independently hydrogen or an optionally substituted CM alkyl; 

R4 and R5 are independently selected from the group consisting of hydrogen, an 

optionally substituted aryl, an optionally substituted aryl(C].6 alkyl), an optionally substituted 

heteroaryl and an optionally substituted heteroaryl(Cj.6 alkyl), provided that at least one of R4 

and R3 is not hydrogen; or 

R4 and R5 are taken together to form an optionally substituted tricyclic cycloalkenyl or an 

optionally substituted tricyclic heterocyclyl; 

R6 is selected from the group consisting of hydrogen, halogen, -CN, an optionally 

substituted C]^ alkyl, an optionally substituted aryl, an optionally substituted heteroaryl, -

CH2OH, -CH(Y2)(OH) and -C(0)Y2; 

Y® and Y2 are independently selected from the group consisting of an optionally 

substituted C\.(, alkyl, an optionally substituted C3.6 cycloalkyl, an optionally substituted aryl, an 
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optionally substituted heteroaryl, an optionally substituted heterocyclyl, a mono-substituted 
*} 8 amino group, a di-substituted amino group and -C(R )NHR ; and 

R7 and R8 are independently hydrogen or an optionally substituted CM alkyl. 

2. The compound of Claim 1, wherein R4 is hydrogen. 

3. The compound of Claim 1, wherein R4 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 R4 is an optionally substituted aryl(Ci-6 

alkyl). 

6. The compound of Claim 1, wherein R4 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 R4 is an optionally substituted heteroaryl(Ci-6 

alkyl). 

9. The compound of any one of Claims 1-8, wherein R3 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 R5 is an optionally substituted 

aryl(Ci-6 alkyl). 

12. The compound of any one of Claims 1-8, wherein R5 is an optionally substituted 

heteroaryl. 

13. The compound of any one of Claims 1-8, wherein R5 is an optionally substituted 

heteroaryl(Ci.6 alkyl). 

14. The compound of Claim 1, wherein R4 and R5 are each a substituted phenyl 

substituted with one or more group selected from fluoro, chloro, iodo, CM alkyl, C2-4 alkynyl, 

hydroxy, CM alkoxy, an optionally substituted phenyl, cyano, NC-(CH2)-, H2N-C(=0)-(CH2)-, 
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0-amido(CH2)-, optionally substituted and optionally substituted 

N 
\ 
N' 

15. The compound of Claim 1, wherein R4 and R5 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 heterocyclyl is substituted 

with one or more group selected from fluoro, chloro, iodo and CM alkyl. 

18. The compound of any one of Claims 1-17, wherein R2 is hydrogen. 

20. The compound of Claim 19, wherein the optionally substituted C\.e 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 R2 is an optionally substituted 

aryl(Ci_6 alkyl). 

22. The compound of any one of Claims 1-21, wherein R1 is hydrogen. 

23. The compound of any one of Claims 1-21, wherein R1 is an unsubstituted CM 

2 19. The compound of any one of Claims 1-17, wherein R is an optionally substituted 

Ci_6 alkyl. 

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

Y1, -(CH2)-0-(C=OyYl, -(CH2)-0-(C=0)-0-Y1, -(CHCH3)-0-(C=0)-Y1 or -(CHCH3)-0-

(OO)-O-Y1. 

25. 

26. 

27. 

28. 

29. 

30. 

31. 

alkyl. 

32. 

cycloalkyl. 

33. 

34. 

heteroaryl. 

35. 

heterocyclyl. 

36. 

group. 

37. 

38. 

39. 

40. 

41. 

42. 

The compound of Claim 24, R1 is -C(=0)Y1. 

The compound of Claim 24, Rf is -C(=0)-0-Y1. 

The compound of Claim 24, R1 is -(CH2)-0-(C=0)-YI. 

The compound of Claim 24, R1 is -(CH2)-0-(C=0)-0-Y1. 

The compound of Claim 24, R1 is -(CHCH3)-0-(C=0)-Y1. 

The compound of Claim 24, R1 is -(CHCH3)-0-(C=0)-0-Y1. 

The compound of any one of Claims 24-30, Y1 is an optionally substituted Cj.6 

The compound of any one of Claims 24-30, Y1 is an optionally substituted C3.6 

The compound of any one of Claims 24-30, Y1 is an optionally substituted aryl, 

The compound of any one of Claims 24-30, Y1 is an optionally substituted 

The compound of any one of Claims 24-30, Y1 is an optionally substituted 

The compound of any one of Claims 24-30, Y1 is a mono-substituted amino 

The compound of any one of Claims 24-30, Y1 is a di-substituted amino group. 

The compound of any one of Claims 24-30, Y1 is -C(R7)NHR8. 

The compound of Claim 38, wherein R7 is hydrogen. 

The compound of Claim 38, wherein R7 is an optionally substituted CM alkyl. 

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

The compound of any one of Claims 38-40, wherein R8 is an optionally 

substituted CM alkyl. 
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43. The compound of Claim 38, wherein -C(R7)NHR8 is selected from 

H2N. H2N 

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 R6 is halogen or -CN. 

46. The compound of any one of Claims 1-43, wherein R6 is an optionally substituted 

Cj-6 alkyl, an optionally substituted aiyl or an optionally substituted heteroaryl. 

47. The compound of any one of Claims 1-43, wherein R6 is -CH2OH, -CH(Y2)(OH) 

or -C(0)Y2. 

48. The compound of any one of Claims 1-47, wherein R3a is hydrogen. 

49. The compound of any one of Claims 1-47, wherein R3a is an optionally 

substituted CM alkyl. 

50. The compound of any one of Claims 1-49, wherein R3b is hydrogen. 

51. The compound of any one of Claims 1-49, wherein R3b is an optionally 

substituted CM 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 0 
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OH O OH 0 OH O 

OH O 
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OH O 

0. 

OH O 

OH 0 

^ /N 
N 

OH O 

O. 

/N 
N 
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0 o OH O 

yM 
N 

^ /N 
N 

0= 
0 0 

0. s> 
^ /N-N 

OH 0 

0. s 
^ /N 

N 

OH 0 

O, 

,CI cu 

^ /N 
N 

x0 0 

o. s» 
^ /N 

N 

OH 0 

O. s 
% /N 

N 

,F Fv 

OH 0 

0. S 
^ /N-N 

,F Fv 
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OH 0 

o 

"N O 
H I 

"0 O OH 0 

O. % 

^ /N 
N 

OH O 

O. s 
^ /N 

N 

O 

"N O 
H 

s, 
O O 

^ /N 
N 
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OH O 

D D 

D' D D D" 

D D and D D , 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 OH 0 OH O 

Ox „ / O, O. 
N' 

N 

% 

N 

N' 

-N TX 

OH 0 
OH O 

OH 0 
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OH 0 

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

consisting of: 
OH O 

OH 0 

OH O 

OH O 
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OH O 
OH 0 OH O 

OH O 

OH 0 

OH 0 

OH 0 
OH 0 

OH O 

F F , F F and 

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: 
OH 0 

o. s 
OH O 

0. s 
N 

OH O CF3 

^ /N-N 

and ^ or a 

pharmaceutically acceptable salt of the foregoing. 

58. The compound of Claim 1, wherein the compound is 
OR1 O 

R R , or a pharmaceutically acceptable salt thereof. 

59. The compound of Claim 1, wherein the compound is 
OH 0 

, or a pharmaceutically acceptable salt thereof. 

60. The compound of Claim 1, wherein the 
OH 0 

compound is 

, or a pharmaceutically acceptable salt thereof. 
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OH 0 

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

or a pharmaceutically acceptable salt thereof. 
OH 0 

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 

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

or a pharmaceutically acceptable salt thereof. 

O 
0 

0. 

% /N 
N 

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

or a pharmaceutically acceptable salt thereof. 

0 
o 

0. 
% 

N 

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 

H->N 

68. The compound 
O 

, or a pharmaceutically acceptable salt thereof, 

of Claim 1, wherein the compound is 

H,N 

, or a pharmaceutically acceptable salt thereof. 

0 
0 0 

0. 

/N 
N 

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

or a pharmaceutically acceptable salt thereof. 
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OH 0 

D" D ° 
73. The compound of Claim 1, wherein the compound is D D 

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 earner, 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 

vims. 

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, Ianinamivir, 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® (Medlmmune), 

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 H1N1, H3N2, H5N1 and H7N9. 

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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