We Claim:

1. A compound having the formula

)

an N-oxide, salt, or stercoisomer thercof, wherein

cach dashed line (represented by - - - - - ) represents an optionat double bond;

X 15 N, ClHl and where X bears a doublc bond it is C;

R'is —OR’, -NH-SOR,

R? is hydrogen, and where X is C or CH, R” may also be Cealkyl;

R*is hydrogen, Cy.qalkyl, CgsalkoxyCsalkyl, Cicyeloalkyl;

R is aryl or Het;

nis3. 4 5 or6;

R” represents halo, Crealkyl, hydroxy, Crgalkoxy, polyhaloCgalkyl, phenyl, or Het;

R represents Calkoxy, or dimethylamino;

R’ is hydrogen; aryl; Het; Ciscycloalkyl optionally substituted with C)ealkyl; or
Cialkyl optionally substituted with Cyscycloalkyl, aryl or with Tict;

R® is aryl; Het; Caqcycloalkyl optionally substituted with Cjgalkyl; or Ciqalkyl optionally
substituted with Cs.scycloalkyl, aryl or with Het,

aryl as a group or part of a group is phenyl optionally substituied with one, two or three
substituents selected from halo, hydroxy, nitro, cyano, carboxyl, Csalkyl, Catkoxy,
CrealkoxyCrealkyl, Cjgalkylearbonyl, amino, mone- or di-Cjgalkylamino, azido,
mercapto,  polyhaloCyealkyl,  polyhaloCisalkoxy,  Cigcycioalkyl,  pyrrohdinyl,
piperidinyl, piperazinyl, 4-Crgalkylpiperazinyl, 4-C;salkylcarbonylpiperazinyl, and
morpholinyl; wherein the morpholinyl and piperidinyt groups may be optionally

substituted with one or with two Cyealkyl radicals;



Het as a group or part of a group is a 5 or 6 membered saturated, partially unsaturated or
completely unsaturated heterocyclic ring containing | to 4 heteroatoms  each
independently selected from nitrogen, oxygen and sulfur, said heterocyclic ring being
optionally condensed with a benzene ring; and whercin said Fet as a whole is optionally
substituted with one, two or three substituents cach independently sclected from the
group consisting ol halo, hydroxy. nilro, cyano, carboxyl, Cealkyl, Cigalkoxy, C;.
calkoxyCiealkyl, Cjsalkyvlcarbonyl. amino, mono- or di-Cgaikylamino, azido,
mercapto,  polvhaloCygalkyl,  polyhaloCiealkoxy, Ciscycloalkyl,  pyrrofidinyl,
piperidinyl, piperazinyi, 4-Cigalkylpiperazinyl, 4-Cigalkylcarbonylipiperazinyl, and
morpholinyl; wherein the morpholinyl and piperidinyl groups may be optionally

substituted with one or with two C)_salkyl radicals.

2. A compound as claimed in claim 1, wherein the compound has the formula (I-c), (1-d), or
(l-c):
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3. A compound as claimed in any onc of claims 1-2, whercin R” is selected from the group

consisting ol phenyl, pyridin-4-vl,
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wherein R™ is, cach independently, hydrogen, halo, Cygalkyl, amino, or mono- or di-C;-
salkylamino.

4, A compound as claimed in any one of claims 1-3, wherein R* is methyl, ethyl, isopropyl,

tert-butyl, fluoro, chlore, or bromo; and R%is methoxy.
5. A compound as claimed in any one of claims !-4, wherein
(a) R"is —OR’, wherein R is Cy.salkyl or hydrogen;
(b) R" is -NHS(=0);R®, wherein R*is methyl, cyclopropyl, or phenyl; or
(¢) R"is -NHS(=0)R*, wherein RY is cyclopropy! substituted with methyl.

6. A compound as claimed in claim 5, wherein R'is —N[—IS(=O)2R8, wherein RY is methyl,

cyclopropyl, or phenyl.
7. A compound as claimed 1n any onc of claims 1-6, wherein nis 4 or 5.
8. A compound as claimed in any onc of claims 1-7, wherein n is 4,
9. A compound as claimed in any one of claims 1-8, wherein Ris hydrogen or Cy.salkyl.
10. A compound as claimed in claim 9, wherein R’ is hydrogen or methyl.

11. A compound as claimed in any onc of claims 1-2, wherein R*is a radical
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wherein, where possible a nitrogen may bear an R™ substituent or a Hnk to the remainder
1y . 4 .
of the molecule; cach R™ in any of the R substitients may be sclected from those

mentioned as possible substituents on Het, as specificd in claim 1,

. . . . . 4 -
A compound as claimed in any one of claims 1-2, wherein R” is selected [rom the group

consisting of:

,< H‘“‘

\ :L /gg \ - Nﬁ
(g-1) (4-2) (g-3) (a-4)

wherein cach R™ is hydrogen, halo, Ci.salkyl, amino, or mone- or di-C;-salkylamino,

pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 4-Ciaikylpipcrazinyl; and wherein

the morpholinyl and piperidinyl groups may optionally substituted with one or (wo

C-galkyl radicals.
A compound as claimed in claim 12, wherein in radicals (g-1}, (q-2), (g-3), or (q-4) cach
R* is, each independently, hydrogen. halo, Cgalkyl, amino, or mono- or di-

Ci.salkylamino.

. , . . . 6 -
A compound as claimed in any one of claims 1-13, whercin R is methoxy.

. A compound as claimed in claim 1, wherein the compound has the structure:
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[6. A compound as claimed in claim 15 wherein R” is hydrogen and a double bond is present
between carbon aloms 7 and 8.

t7. A compound as ¢laimed in ciaim | wherein the compound of formuia (1) is:
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18. A compound as claimed in claim 17, wherein the compound is a white solid.

19. A compound as claimed in claim 1 wherein the compound of formula (1) is:
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. A compound as claimed in claim 1 whercin the compound ol formula (1) is:
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. A compound as claimed in any of claims [-21 other than an N-oxide, or sall.
. A compound as claimed in any of claims 1-21 other than an N-oxide.

. A combination comprising
(a) a compound as defined in any one of claims 1 (o 23 or a pharmaceutically acceptable
salt thercof, and

(b) ritonavir, or a pharmaccutically acceptable salt thereof.

. A combination comprising
(2) a compound as defined in any one of claims | to 23 or a pharmaccutically acceptable
sall thereof; and

(b) interferon o, pegylated interferon o and/or ribavirin.

- A pharmaccutical composition comprising a carrier, and as active ingredient an anti-
virally effcctive amount of a compound as claimed in any one of claims 1-23 ot a

combination as claimed in any one of claims 24-25.

. A compound according (o any of claims 1-23 or a combination according to any onc of

claims 24-25, for use as a medicament.

. A compound as claimed in any of claims 1-23 or a combination according to any one of
clains 24-25. for inhibiting HCV replication.

. A process for preparing a compound as claimed in any of claims 1 - 23, wherein said

Process co;11priscs:



{a) preparing a compound ol formula ([} wherein the bond between C; and Cy is a double
bond, which is a compound of formula (1-1), by forming a double bond between C7 and
(g, tn particufar via an clefin metathesis rcaction, with concomitant cyclization to the

macrocycle as outlined in the {ollowing reaciion scheme:

(ta) ()
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whercin in the above and foliowing reaction schemes R represents a radical

R5

RS N R4
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{b) converting a compound of formula (1-1) 10 a compound of formuta (1) whercin the link

between C7 and C8 in the macrocycle is a single bond, i.e. a compound of formula (I-j):
R9
-~

by a reduction ol the C7-C8 double bond in the compounds of formula (I-j);



(c) preparing a compound of formula (1) wherein R' sepresents -NHSO.R®, said
compounds being represented by formula (I-k-1), by forming an amide bond between a
intcrmediate (2a) and an sul{onylamine (2b), or preparing a compound of formula (I)
wherein R' represents -OR’, i.¢. a compound (I-k-2), by forming an ester bond between
an intermediate (2a) and an alcohol (2¢) as outlined in the Jollowing scheme wherein G

represents a group:

@),
0
G-COOH +  HoN-SO,RE —— G’{
HN--g50,R®
(2a) (2b)
(1-k-1)
o
G-COOH +  HOR! — G"<
(2a) {2¢) OR’ (1%-2)

(d) preparing a compound of formula (I} wherein R® is hydrogen, said compound being
represented by (I-1), from a corresponding nitrogen-protected intermediate (3a), wherein

PG represents a pitrogen prolecting group:
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(e) rcacting an inlermediate (4a) with intermediate (4b) as outlined in the fotlowing
reaction scheme:
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wherein Y in (4b) tepresents hydroxy or a leaving group; and where Y represents hydroxy
the reaction of (4a) with (4b) is a Mitsunobu reaction; and where Y represernts a leaving

group the rcaction of (4a) with (4b) is a substitution rcaction;

(f} comverting compounds of formula (I} intoe cach other by a functional group

transformation reaction; or

(g) preparing a salt form by reacting the {ree form of a compound of formula (1) with an

acid or a base.
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