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Claims

1. A compound m&%«é@#m&-—-@f formula (I), a-predrug—A-oxide—an addition salt, guaternary
amine;metal-complexs-or a stereochemically isomeric form thereof;
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wherein each X independently is C or N;
Ry is selected from the group of H, halogen, €;-Cgalleyh-Co-Creveloallep—C-Cealkoxy, Mgz
OB CH N H - CH O CN-CENOHINE, CENOCH N, CENERNH, ~CF;, and

OCF3;-and-BOH)- BO-C-Cgale

R, is selected from the group con31st1ng of H, halogen, C;-Cealkyl, C;-Cseycloalkyl, Ci-
Csalkoxy, and CO(R7);

R3 is -(CRgRo)n-Ryo;

R4 is selected from the group consisting of H, C1-Cypalkyl, Cs3-Creycloalkyl, C,-Cioalkenyl, SO,-

Rg, CH,CF3, SO,CHj; or a 4 to 6 membered saturated ring containing an oxygen atom;

Rs is present where X is C, and is selected from the group consisting of H, C;-Cealkyl, Cs-
Cyeycloalkyl, Ci-Cgalkoxy, CO(R7), CF3 and halogen; |

R is absent where X is N;

R s selected from the group consisting of H, C1—C§alky1, COOQOCHs3;, and CONHSO,CHj;;

R; is selected from the group consisting of OH, O(Ci-Cgalkyl), NHp, NHSO,N(C1-Cealkyl),,
NHSO,NHCH;, NHSOo(C1-Cgalkyl), NHSO»(Cs-Creycloalkyl), and N(C;-Cg-alkyl),, NRgRo,
NRoR0;

n is an integer from 2 to 6;

Rg and Ry are each independently chosen from H, C;-Cjpalkyl, C3-Crcycloalkyl or Rg and Ry
taken together form a 4 to 6 membered aliphatic ring that optionally contains one or more

heteroatoms selected from the group N, S, O;
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Ry¢ 1s selected from the group consisting of H, C;-Cgsalkyl, OH, CN, F, CFH, CF;,
C(=NOH)NH,; CONRgR;, COORs, CONRgSOR9, CON(Rg)SO,N(RgRo), NRgRy,
NRgCOORy, OCORg, NRgSO;Rg, SO;NRgRg, SO,Rg or a 4 to 6 membered saturated ring

containing an oxygen atom.

2. A compound according to claim 1,
wherein
R4 s selected from the group consisting of H, C;-Cypalkyl, C5-Cscycloalkyl, C,-Cpalkenyl, SO,-

Rg, or a 4 to 6 membered saturated ring containing an oxygen atoms,

3. A compound according to claim 1 or 2 wherein R; is selected from the group consisting

of H, halogen.

4. A compound according to any of the previous claims, wherein R; in the para position to

N-Rj is selected from the group consisting of H, halogen, and all other R; are H.

50 A compdund according to any one of the preceding claims wherein R; is selected from

the group consisting of bromo and chloro.

6. A compound according to any one of the preceding claims, wherein

R, is selected from the group consisting of H, halogen, and CO(R7).

7. A compound according to any one of the preceding claims, wherein R is selected from

the group consisting of H, I, and CONH,.

8. A compound according to any one of the preceding claims, wherein R3 comprises a -
(CRgRy), chain wherein Rg and Rg are H and n is 2-4.

9. A compound according to any one of the preceding claims, wherein Ryq is selected from
the group consisting of F, CF;, OH, SO,Rg, and CN, with Rg preferably being methyl.

10. A compound according to any one of the preceding claims, wherein Ry is

C;3-Creycloalkyl, preferably cyclopropyl or CH,CFj.
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11. A compound according to any one of the preceding claims, wherein R4 is isopropyl.

12. A compound according to any one of the preceding claims, wherein Ry is oxetan-3-yl.

13. A compound according to any one of the preceding claims, wherein the X in para
position to N-Ry4 is C and the Rs on that X is F.

14. A compound according to any one of the preceding claims, wherein one X is N and the

other X’s are C, the N preferably being in para position to N-Ry.

15. A compound according to any one of the preceding claims, wherein at most one Rs is
selected from the group consisting of C;-Cq alkyl, C;-Cg-alkoxy, halogen, and CN, and the other
Rs are H.

16. A compound according to any one of the preceding claims, wherein all Rs are H.

17. The compound as claimed in claim 1 wherein the compound is
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18. The compound as claimed in claim 17 wherein the compound is
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19. A compound as claimed in any one of claims 1 to 18 for use as a medicine.

20. A pharmaceutical composition comprising a pharmaceutically acceptable carrier, and as
active ingredient a therapeutically effective amount of a compound as claimed in any one of

claims 1 to 18.

21. A process for preparing a pharmaceutical composition as claimed in claim 20, said
process comprising intimately mixing a pharmaceutically acceptable carrier with a

therapeutically effective amount of a compound as claimed in any one of claims 1 to 18.

22. A compound as claimed in any of claims 1 to 18 for use as a medicament for inhibiting

RSV replication.

23. A process for preparing a compound as claimed in any of the claims 1 to 18, said process

comprising coupling a compound selected from the group consisting of II-a, II-b, and II-c with a

compound Il-is-aecordansce-with-scheme-below, resulting in
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derivatives of formula (I) with all substituents R and X having a meaning in accordance
with claim 1-e#2-

Re o
R O Ny °
R TRy Ry Rs Ri R 7 X"X‘Rs
1 A Y N X"X'R5 R4 N _d
e S R ¢ 6 S
A R N X R, R N Rs 7%
R1 3 R5 R'I R3
H-aY = OH il formula |
t-b Y =ClI
ll-e Y = SO3Me

5 24. The use of a compound as claimed in any of claims 1 to 18 for the manufacture

of a medicament for inhibiting RSV replication.



