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Xis N or C optionally substituted by —CN, -CF3, -C+.3 alkyl-NH-C(0)-C 1.
alkyl,
-C(0)-NHa, -C(0)-NH-C+.3 alkyl,- C(O)-N-(dialkyl) or -CH-NH-C(O)-CHs;
Ry is F or CI;
Rz and Ry are each selected from H, halogen, CN, CF3 - O-alkyl or NH;
Rsis F, Cl, CN, CF; -C1.3 alkyl, -O-alkyl, carboxylic ester or carboxylic amide
Rs is Br, CN, CH3 CH,OH, C(O)NH,, NH, or H:
Rsis Cq.g alkyl substituted by carboxylic acid;

or is Cs.5 cycloalkyl substituted by carboxylic acid, -N-C4_salkylsulfone,

or -N-C(O)-Cs.gheterocycle optionally substituted by Cq. alkyl;
or is Cs.6 heterocycle substituted by -N-C(O)-C,.6 heterocycle;
or is Ca¢ heterocycle substituted by COOH.

Preferably the compound according to the disclosure is the compound according to
formula (I) wherein Ry and Rj are both F.

Preferred compounds according to the current disclosure have the structural
formula:

F F fe}
H OH
/ \ H / ///%/fo,
%, N N y
N N\e=N O.m\“ / /> =N
F N F
N\ o N\
N N
H H
F or F

Part of the disclosure, in another aspect, is also a pharmaceutical composition
comprising a compound of formula () or a stereo- isomeric form, a
pharmaceutically acceptable salt, solvate or polymorph thereof together with one or
more pharmaceutically acceptable excipients, diluents or carriers.

The pharmaceutical composition may also include additional therapeutic agents like
another antiviral agent or an influenza vaccine, or both.
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In another aspect, there is provided a compound of formula (h
F

H
DE
X R
Ry =N
Rs
N g,
Ry N
Ry (N
wherein

Xis N or C optionally substituted by ~CN, -CFs, -C1.3 alkyl-NH-C(O)-C 1.3 alkyl
-C(0)-NHz, -C(0)-NH-C_3 alkyl,- C(O)-N-(dialkyl) or -CH3-NH-C(0O)-CHs;
Riis F or Cl;
Rz and R4 are each selected from H, halogen, CN, CF;, - O-alkyl or NHy;
Rsis F, Cl, CN, CF3 or -C4.3 alkyl;
Rs is Br, CN, CH3, CH,OH, C(O)NH;, NH, or H:
Reis C1.g alkyl substituted by carboxylic acid;
or is Cs.5 cycloalkyl substituted by carboxylic acid, -N-C1.zalkylsulfone, or
-N-C(O)-Cs.sheterocycle optionally substituted by Ci.4 alkyl;
or is Cs. heterocycle substituted by -N-C(0O)-Cs.6 heterocycle;
or is C3.6 heterocycle substituted by COOH,
or a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof, or a pharmaceutical composition comprising the compound of formula (1) or
a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof together with one or more pharmaceutically acceptable excipients, diluents
or carriers, for use as a medicament.
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In another aspect, there is provided a compound of formula (h
F

R, NN
Ry
N g,
Ro N
Ry (1)
wherein
Xis N or C optionally substituted by —CN, -CF3, -C1.3 alkyl-NH-C(O)-C 1.3 alkyl,
5 -C(0)-NHz, -C(0)-NH-C1._3 alkyl,- C(O)-N-(dialkyl) or -CH2-NH-C(0O)-CHs;
R1is F or Cl;

Rz and R4 are each selected from H, halogen, CN, CF3, - O-alkyl or NHy;
Rsis F, Cl, CN, CF3, or -C4.3 alkyl;
Rs is Br, CN, CH3; CH,OH, C(O)NH2, NH or H;
10 Rsis C1.g alkyl substituted by carboxylic acid;
oris Cs.5 cycloalkyl substituted by carboxylic acid, -N-C4zalkylsulfone, or
-N-C(0O)-Cs.sheterocycle optionally substituted by Cq. alkyl;
oris Cs. heterocycle substituted by -N-C(O)-Ca.6 heterocycle;
or is C3¢ heterocycle substituted by COOH,
15  or a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof, or a pharmaceutical composition comprising the compound of formula (1) or
a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof together with one or more pharmaceutically acceptable excipients, diluents
or carriers, for use in the treatment of influenza.
20
In another aspect, there is provided use of a compound represented by the
following structural formula (1)

Ry N

(1)
a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof, wherein X is N or C optionally substituted by —CN, -CFs3,



10

15

20

25

30

-5a-

-C1.3 alkyl-NH-C(0O)-C1.3 alkyl, -C(O)-NH,, -C(O)-NH-C1.; alkyl, - C(O)-N-(dialkyl)
or -CH2-NH-C(O)-CHj;
Riis F or CI;
Rz and R4 are each selected from H, halogen, CN, CF3, - O-alkyl or NH;;
Rsis F, Cl, CN, CF3 or -Cq.3 alkyl;
Rs is Br, CN, CH3; CH,OH, C(O)NH,, NH. or H;
Rsis C1.s alkyl substituted by carboxylic acid;
or is Cs.g cycloalkyl substituted by carboxylic acid, -N-C_salkylsulfone, or
-N-C(O)-Cs.sheterocycle optionally substituted by C+.¢ alkyl;
or is Cs6 heterocycle substituted by -N-C(0)-Cs¢ heterocycle;
or is Cs.6 heterocycle substituted by COOH
in the manufacture of a medicament for inhibiting the replication of influenza
virus(es) in a patient.

In another aspect, there is provided use of a compound represented by the
following structural formula (1)

F
H
W N\
X Rg
R4 =N
Rs
N g,
Ry N

Ry

(0
a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or polymorph
thereof, wherein X is N or C optionally substituted by —CN, -CF3,
-C1.3 alkyl-NH-C(O)-C1.3 alkyl, -C(0)-NH,, -C(O)-NH-C1_3 alkyl,- C(O)-N-(dialkyl)
or -CHz-NH-C(O)-CHg;
Rtis F or CI;
Rz and R, are each selected from H, halogen, CN, CF3, - O-alkyl or NH;
Rsis F, Cl, CN, CF3 or -C4 alkyl;
Rs is Br, CN, CH; CH,OH, C(O)NH,, NH, or H;
Reis C1.g alkyl substituted by carboxylic acid;
or is Ca g cycloalkyl substituted by carboxylic acid, -N-C1.salkylsulfone, or
-N-C(0)-Cs.sheterocycle optionally substituted by Cy.¢ alkyl;
or is Cs¢ heterocycle substituted by -N-C(0)-Cs. heterocycle;
oris Cs. heterocycle substituted by COOH
for inhibiting the replication of influenza virus(es) in a biological sample.
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Said use may also comprise the co-administration of an additional therapeutic
agent, wherein said additional therapeutic agent is selected from an antiviral agent

or influenza vaccine, or both.

The term “alkyl” refers to a straight-chain or branched-chain saturated aliphatic
hydrocarbon containing the specified number of carbon atoms.

The term “halogen” refers to F, CI, Br or |.



-157-

thereof according to claim 1 together with one or more pharmaceutically
acceptable excipients, diluents or carriers.

9. A compound of formula (l)
F

H
A
X Ry
R, =N
R
N g

R, §

5 R ()
wherein

Xis N or C optionally substituted by —CN, -CF3, -C1.3 alkyl-NH-C(O)-C 1.3 alkyl
-C(0)-NHz, -C(0)-NH-C1.3 alkyl,- C(O)-N-(dialkyl) or -CH,-NH-C(O)-CH;
R1is F or Cl;
10 Rz and R4 are each selected from H, halogen, CN, CF3, - O-alkyl or NH,;
Rsis F, Cl, CN, CF;, or -C.3 alkyl;
Rs is Br, CN, CH3, CH,OH, C(O)NH>, NH> or H;
Reis Cigalkyl substituted by carboxylic acid;
or is Ca.g cycloalkyl substituted by carboxylic acid, -N-C1.salkylsulfone, or
15 -N-C(O)-Cs.sheterocycle optionally substituted by Cq.¢ alkyl;
or is Cs.¢ heterocycle substituted by -N-C(0)-Cs.¢ heterocycle;
oris Cs 6 heterocycle substituted by COOH,
or a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or
polymorph thereof, or a pharmaceutical composition comprising the compound
20 of formula (1) or a stereo- isomeric form, a pharmaceutically acceptable salt,
solvate or polymorph thereof together with one or more pharmaceutically
acceptable excipients, diluents or carriers, for use as a medicament.



10

15

20

-157a-

6. A compound of formula (1)

F
R4 % =N R
Rs
N g,
Ro N
Ri )
wherein

Xis N or C optionally substituted by —CN, -CF3, -C13 alkyl-NH-C(0O)-C 1.5 alkyl,
-C(0)-NH3, -C(0)-NH-C 1.3 alkyl,- C(O)-N-(dialkyl) or -CH3-NH-C(O)-CHs;

Ryis F or CI;

Rzand R, are each selected from H, halogen, CN, CF3,, - O-alkyl or NHy;

Rsis F, Cl, CN, CF3 or -Cy.; alkyl;

Rs is Br, CN, CH; CH,OH, C(O)NH,, NH, or H;

Reis Cq.galkyl substituted by carboxylic acid;
oris Cs.g cycloalkyl substituted by carboxylic acid, -N-C;_salkylsulfone, or

-N-C(0)-Cs.sheterocycle optionally substituted by Cq. alkyl;
or is Cs.6 heterocycle substituted by -N-C(0)-Cs.¢ heterocycle;
or is C36 heterocycle substituted by COOH,

or a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or
polymorph thereof, or a pharmaceutical composition comprising the compound
of formula (l) or a stereo- isomeric form, a pharmaceutically acceptable sal,
solvate or polymorph thereof together with one or more pharmaceutically
acceptable excipients, diluents or carriers, for use in the treatment of influenza.
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7. A use of a compound represented by the following structural formula (1)

F
H
A
X R
R4 =N
Rs
N g,
R; N
Ry (1)
5 a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or

polymorph thereof, wherein

Xis N or C optionally substituted by —CN, -CF3, -C1.3 alkyl-NH-C(0O)-C 1.5

alkyl,

-C(0)-NHz, -C(0)-NH-C .5 alkyl,- C(O)-N-(dialkyl) or -CH2-NH-C(0)-CHs;
10 Ry is F or CI;

Rz and R, are each selected from H, halogen, CN, CF3, - O-alkyl or NHy;

Rz is F, Cl, CN, CF3 or -Cy_3 alky!

Rs is Br, CN, CH3 CH,OH, C(O)NH;, NH, or H;

Re is C1.g alkyl substituted by carboxylic acid;

15 or is C3.5 cycloalkyl substituted by carboxylic acid, -N-C1.zalkylsulfone

or
N-C(O)-Cssheterocycle optionally substituted by C1.¢ alkyl;
or is Ca.6 heterocycle substituted by -N-C(O)-Cs ¢ heterocycle;
or is C3¢ heterocycle substituted by COOH
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in the manufacture of a medicament for inhibiting the replication of influenza
_virus(es) in a patient.

8. A use of a compound represented by the following structural formula (1)

F
H
A
X Rg
R4 —=N
Rs
(T )=
R, N
R (1)

a stereo- isomeric form, a pharmaceutically acceptable salt, solvate or
polymorph thereof, wherein
X is N or C optionally substituted by ~CN, -CF3, -C1.3 alkyl-NH-C(O)-C 1.5
alkyl,
-C(0)-NHa, -C(0)-NH-C1_3 alkyl,- C(O)-N-(dialkyl) or -CH,-NH-C(O)-CHs;
Riis F or Cl;
R2and Ry are each selected from H, halogen, CN, CF3, - O-alkyl or NH2;
Rsis F, Cl, CN, CF; or -Cy.; alkyl
Rs is Br, CN, CH3 CH,OH, C(O)NH2, NH, or H;
Reis C1.g alkyl substituted by carboxylic acid;
or is Cz.g cycloalkyl substituted by carboxylic acid, -N-C.salkylsulfone,
or
N-C(O)-Cs sheterocycle optionally substituted by Cq.s alkyl;

or is Cs.¢ heterocycle substituted by -N-C(0)-C3.¢ heterocycle;

or is Cz6 heterocycle substituted by COOH
for inhibiting the replication of influenza virus(es) in a biological sample.

9. The use of claim 7 or 8 further comprising an additional therapeutic agent.

10. The use of claim 9 wherein the additional therapeutic agent is selected from an
antiviral agent or influenza vaccine, or both.



