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HCYV is mainly transmitted by blood contact. Following initial acute infection, a
majority of infected individuals develops chronic hepatitis because HCV replicates

20  preferentially in hepatocytes but is not directly cytopathic. Over decades, a
considerable number of infected persons develop fibrosis, cirrhosis and hepatocellular
carcinoma, with chronic HCV infection being the leading cause for liver
transplantation. This and the number of patients involved, has made HCV the focus of
considerable medical research.

25
Replication of the genome of HCV is mediated by a number of enzymes, amongst
which is HCV NS3/4A serine protease and its associated cofactor, NS4A. Another
essential enzyme in this process is NS5B polymerase. Both NS3/4A serine protease and
NS5B polymerase are considered to be essential for viral replication and inhibitors of

30  these enzymes are considered drug candidates for HCV treatment.

Current standard of care consists of a combination therapy of weekly pegylated
interferon-a (IFN-a)) and twice-daily ribavirin, and is able to cure ~80% of patients
infected by genotype 2 or 3, but only 40 to 50% of genotype 1 patients. Apart from the
35 low success rate in genotype 1 patients, this treatment is also associated with a range of
side effects including flu-like symptoms, anemia and depression. Hence there is a need

for safer and more potent drugs that in particular overcome the disadvantages of current
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20  4-carbonyl](cyclopropyl)sulfonamide, which can also be referred to as
(1R,4R,68,7Z,15R,17R)-N-[17-[2-(4-isopropylthiazole-2-yl)-7-methoxy-8-methyl-
quinolin-4-yloxy]-13-methyl-2,14-dioxo-3,13-diazatricyclo[ 13.3.0.0*Joctadec-7-ene-

4-carbonyl](cyclopropyl)sulfonamide, i.e. the compound of formula I with the chemical
structure depicted hereinafter, is of particular interest. This compound shows

25  pronounced activity against HCV, has an attractive pharmacokinetic profile, and is
well-tolerated. This compound can be prepared by the synthesis procedure described in
Example 5 of WO 2007/014926.

The RNA-dependent RNA polymerase NS5B is essential for replication of the RNA

30  genome. Both nucleoside and non-nucleoside inhibitors of this enzyme are known. For
example WO 2008/043704 describes a number of nucleoside inhibitors, one of which is
4-amino-1-((2R,3S,4S,5R)-5-azido-4-hydroxy-5-hydroxymethyl-3-methyltetrahydro-
furan-2-yl)-1H-pyrimidin-2-one, i.e. the compound of formula II with the chemical
structure depicted hereinafter. This compound can be prepared by the synthesis

35  procedure described in Example 1 of WO 2008/043704.
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or a pharmaceutically acceptable salt thereof.

10 It has been found that both active ingredients act synergistically so that less of the

active ingredients is needed to exert an effective HCV inhibitory effect.

The compounds of formula I or formula II may be used in pharmaceutically acceptable
salt forms or in free (i.c. non-salt) form. Salt forms can be obtained by treating the free

15 form with an acid or base. Of interest are the pharmaceutically acceptable acid and base
addition salts, which are meant to comprise the therapeutically active non-toxic acid
and base addition salt forms that the compounds of formula I and II are able to form.
The pharmaceutically acceptable acid addition salts of the compounds of formula I and
IT can conveniently be obtained by treating the free form with such appropriate acid.

20  Appropriate acids comprise, for example, inorganic acids such as hydrohalic acids,
such as hydrobromic acid, or in particular hydrochloric acid; or sulfuric, nitric,

phosphoric and the like acids; or organic acids such as, for example, acetic, propanoic,
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20  ratio of the ECsg value of the compound of formula I to the ECs, value of the
compound of formula II, said ECs, value being obtained in the HCV replicon test. The
latter in particular is the test method described hereinafter. In this test, the average ECsg
value of compound I was found to be 8 nM and the average ECsq value of compound 11
to be 5 uM.

25
Based on the above ECs values, effective blood plasma levels can be determined by
multiplying the ECsq values with a factor that expresses plasma protein binding and a
factor that represents a safety margin. The latter factor can be set at about 10. Protein
binding can be determined by measuring the amount bound to blood proteins such as

30  human serum albumin, lipoprotein, glycoprotein, a, B, and y globulins. Effective blood
plasma levels, which can also be referred to as virological active doses, represent those
doses that are needed to provide effective anti-viral activity, i.e. doses that effectively
reduce viral load. The viral load is effectively reduced when it is reduced about two or
more orders of magnitude, preferably below the detection limit of the virus. From the

35  virological active doses, the dose (or amount of drug) to be administered can be
calculated with the volume of distribution (Vp) , which is also known as apparent
volume of distribution. This is a pharmacological term used to quantify the distribution

of a medication between plasma and the rest of the body after oral or parenteral dosing.
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20
Exemplary combinations of the compound of formula I and of the compound of
formula II in mg per day/mg per day include, for example, 25/3000; 25/6000;
25/12000; 50/3000, 50/6000, 50/12000, 100/3000, 100/6000, 100/12000, 200/3000,
200/6000, 200/12000.

25

The above mentioned daily doses are calculated for an average body weight of about
70 kg and should be recalculated in case of paediatric applications, or when used with

patients with a substantially diverting body weight.

30  The dosages may be presented as one, two, three or four or more sub-doses
administered at appropriate intervals throughout the day. The dosage used preferably
corresponds to the daily amount of the compound of formula I, or of the compound of
formula II, mentioned above, or a sub-dose thereof, such as 1/2, 1/3, or 1/4 thereof. A
dosage form may contain the compound I or the compound II, or both, in an amount

35  equal to the ranges or quantities mentioned in the previous paragraphs, for example a
dosage form may contain 25 mg, 50 mg, 100 mg, 200 mg of compound I, or 250 mg,
500 mg, 1000 mg, 1500 mg, or 2000 mg of compound II, either in separate

formulations or in a combined formulation. In one embodiment, the compound of
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administered are described hereinafter, oral dosage forms, in particular tablets or

capsules being preferred.

Both active ingredients may be formulated in pharmaceutical compositions either

25  separately or as a combined pharmaceutical composition. In the latter instance, there is
provided a pharmaceutical composition comprising a therapeutically effective amount
of the compound of formula I, or a pharmaceutically acceptable salt thereof, and the
compound of formula II, or a pharmaceutically acceptable salt thereof, the foregoing
being as specified herein, and a pharmaceutically acceptable carrier. A therapeutically

30  effective amount in this context is an amount sufficient to act in a prophylactic way
against, or to stabilize or to reduce HCV infection, in infected subjects or subjects
being at risk of being infected. Therapeutically effective amounts may in particular
correspond to the amounts mentioned above for administration on a daily base or of the
subdoses thereof in ease of multiple daily administrations.

35
In a further aspect, this invention relates to a process of preparing a pharmaceutical
composition as specified herein, which comprises intimately mixing a pharmaceutically

acceptable carrier with a therapeutically effective amount of the compound of formula
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20  may take a wide variety of forms dependlng on the form of preparation desired for
administration. Pharmaceutical compositions may be prepared as medicaments to be
administered orally, parenterally (including subcutaneously, intramuscularly, and
intravenously), rectally, transdermally, bucally, or nasally. Suitable compositions for
oral administration include powders, granulates, aggregates, tablets, compressed or
25  coated pills, dragees, sachets, hard or gelatin capsules, syrups and suspensions. Suitable
compositions for parenteral administration include aqueous or non-aqueous solutions or
emulsions, while for rectal administration suitable compositions for administration
include suppositories with a hydrophilic or hydrophobic vehicle. For topical
administration there can be used suitable transdermal delivery systems and for nasal

30  delivery there can be used suitable acrosol delivery systems.

For example, in preparing the compositions for oral administration, any of the usual
pharmaceutical media may be employed such as, for example, water, glycols, oils,
alcohols and the like in the case of oral liquid compositions such as suspensions,

35  syrups, elixirs, emulsions and solutions; or solid carriers such as starches, sugars,
kaolin, lubricants, binders, disintegrating agents and the like in the case of solid
compositions. For parenteral compositions, the carrier will usually comprise sterile

water, at least in large part, though other ingredients, such as solubilizers, emulsifiers or
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such as powders for reconstitution. In the conpositions suitable for
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with suitable skin-conpatible additives in mnor proportions. e conpounds
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formula II, or both, in a concentration of about 0.1% to about 50%, or about 1% to
about 30%, or about 3% to about 20%, or about 5% to about 20%, all percentages being
by weight. In the compositions containing both the compound formula I and of formula
I1, the compound of formula I is present in a concentration of about 0.1% to about 50%,

25  or about 1% to about 30%, or about 3% to about 20%, or about 5% to about 20%; and
the compound of formula II is present in a concentration of about 3% to about 50%, or
about 5% to about 50%, or about 10% to about 50%, or about 10% to about 50%, or
about 10% to about 30%.

30  The pharmaceutical compositions may be conveniently presented in unit dosage form
for case of administration and uniformity of dosage. Examples include tablets
(including scored or coated tablets), capsules, pills, suppositories, powder packets,
wafers, injectable solutions or suspensions and the like, and segregated multiples
thereof. Of interest are solid dosage forms for oral administration such as tablets on

35  capsules.

The solid dosage forms in unit dose form may be packed in any known package, blister
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Journa irology 7 4-4624 (1ncorporated herein by reference), which is further
20  exemplified in the examples section. This model, while not a complete infection model
for HCV, is widely accepted as the most robust and efficient model of autonomous
HCV RNA replication currently available. The in vitro antiviral activity against HCV

can also be tested by enzymatic tests.

25  The combination of the compound of formula I and the compound of formula II, as
specified herein, is useful in the treatment of warm-blooded animals, in particular

humans, infected with HCV, and for the prophylaxis of HCV infections.

The present invention therefore furthermore relates to a method of treating a

30  warm-blooded animal, in particular a human, infected by HCV, or being at risk of
infection by HCV, said method comprising the administration of an anti-HCV effective
amount of a combination of the compound of formula I and the compound of formula
I1, as specified herein. The present invention provides as well a method of treating
HCV-related conditions or preventing HCV-related conditions in a mammal

35  comprising administering an anti-virally effective amount of a combination of the

compound of formula I and the compound of formula II, as specified herein.
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The combinations of the present invention, including those with other anti-HCV agents,

20  may also be combined with an agent that has a positive effect on drug metabolism
and/or pharmacokinetics that improve bioavailabilty, e.g. ritonavir or a
pharmaceutically acceptable salt thereof. The ritonavir may be used as separate
formulation, or may be co-formulated with one or more of the active agents of the
combinations of the present invention. The weight/weight ratio of the compound of

25 formulal or of the compound of formula II to ritonavir may be in the range of from
about 10:1 to about 1:10, or from about 6:1 to about 1:6, or from about 1:1 to about
10:1, or from about 1:1 to about 6:1, or from about 1:1 to about 4:1, or from about 1:1
to about 3:1, or from about 1:1 to about 2:1.

30 In still a further aspect of the invention, there are provided combinations of the
compound of formula (I) and ester pro-drugs of the compound of formula II. These
comprise compounds of formula II described in WO 2008/043704, in particular the 4'

and 5' hydroxy esters, which can be represented by formula Ila:



manuf acture of a medi canent for the treatnment or the prevention of HCV
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i ndependently is an unbranched or branched

In this aspect, the compound of formula (II) is replaced by an equivalent amount of an

15  ester prodrug in the combinations, formulations, uses, or methods described above.

As used herein, the term “about” has its conventional meaning. In particular
embodiments, when in relation to a numerical value, it may be interpreted to mean the
numerical value £ 10%, or + 5%, or = 2%, or = 1%, or £ 0.5%, or = 0.1%. In other

20  embodiments, the precise value is meant, i.e. by leaving out the word “about”.

Examples
The following examples are intended to illustrate the present invention and not to limit

it thereto.
25
Example 1: Activity of the compounds of formula I and 11

Replicon assay

The compounds of formula I were examined for activity in the inhibition of HCV RNA
replication in a cellular assay. The assay demonstrated that the compounds of formula I
30  exhibited activity against HCV replicons functional in a cell culture. The cellular assay
was based on a bicistronic expression construct, as described by Lohmann et al. (1999)
Science vol. 285 pp. 110-113 with modifications described by Krieger et al. (2001)



saturated hydrocarbon group having fromone to 18 carbon atons; and wherein
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wherein RL is hydrogen and R2 is isopropyl; or wherein R2 is hydrogen and
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compounds which were added in various concentrations. Following an incubation of
three days, HCV replication was measured by assaying luciferase activity (using
standard luciferase assay substrates and reagents, and a Perkin Elmer ViewLux™™

20 ultraHTS microplate imager). Replicon cells in the control cultures have high luciferase
expression in the absence of any inhibitor. The inhibitory activity of the compound was
monitored on the Huh-Luc cells, enabling a dose-response curve for each test
compound. ECsy values were then calculated, which value represents the amount of the
compound required to decrease by 50% the level of detected luciferase activity, or

25  more specifically, the ability of the genetically linked HCV replicon RNA to replicate.

Example 2: Determination of effect when combining the compounds of formula I and
1II.

The presence or absence of synergy was determined using the Loewe model. The

30 Loewe additivity model (Loewe S, Muischnek H. Effect of combinations: mathematical
basis of problem. Arch. Exp. Pathol. Pharmakol. 1926;114:313-326), often called “dose
addition”, is based on the concept that zero interaction occurs when the response
produced by dose A plus the response produced by dose B is equal to the response
produced by dose A + B. For a single drug this will always hold, hence a single drug

35 does not interact with itself. Different drugs that exhibit dose addition simply behave as
dilutions of one another, and their expected effect is the sum of their doses and relative

potencies according to the equation:



translated froman Internal R bosonme Entry Site (IRES) from encephal o
myocarditis virus (EMCV), preceded by a reporter portion (FfL-Iuciferase),
and a selwotablmismr ker portion (neoR, neonyci ne phosphetrarsfensme). The
construct is bordered by 5 and 3" NIRBs (non-translated regions) from HCV
type Ib. Continued culture of the replicon cells in the presence of (418
(neoR) is dependent on the replication of the HCV RNA. The stably
transfect edda/® + @iviDBet 1 s t hat express HCV RNA, which replicates

aut ononmously and to high | evels, encoding inter alia luciferase, are used
for screening the antiviral conpounds. The replicon cells were plated in
384 wel | plehers DAandhbBpredesss of dfugs heandds thahpepdoema mbiﬁ@dr}@@hﬂgs whi ch
vere added jofhohdt WALS aRMERILA ShLioNnd 159 LAPHL g el BEUPAMIRMRHrddibee
days, HCV replication was neasur by. assaying_luciferase activity (using
st andar & | uBf papaksaclafasypoatmyheprdeanisiiacd B cgahnation Jacvaatioms iom Epeves

Vi ewLux Tm addithatybee RuallplaitdicdmBpg the cdRefhiteanngst1 s in the control

cul tures have high luciferase expression in the absence of any inhibitor.
The inhibitory activity of the conpound was nonitored on the Huh-Luc cells,
enabl i ng a dbs®a@Apods®Rurve for each test conmpound. EC50 val ues were
then cal cul ated, which val ue represents the anmount of the conpound required
to decrease by 50%the |evel of detected luciferase activity, or nore

speci fi dhal | alcaSya Bipsoifts ergpsonhMoglewiast usedta gnalyza iV mplicee pihilkiten AMA t o

replicate. fxamlRwe addiRit§HBdRAICIAIRE oL 18X .90 €N e Pl RidI6atd BegBPOUNdS
of formula d.!'L _The presence or absence of synergy was determ ned using

| a p
the Loewe dﬂHEﬁﬁTW@fe@éﬁé“&ﬂﬂF¥$@F@?eﬁﬁﬁ@P (Loewe S, Miischnek H Effect of
conmbi nations: mat henmati cal basis of problem Arch. Exp. Pathol. Pharmnmakol.

1926; 1 14: 31.3- 326). ft. " ition", .l d ot he.

that zero i Mesnainsinglr il PRa% P BEIn R o oiReed by d0de REGRIS T he
responsk pregucdaldyd. dogescBaiag: tesfe alithtcombhativeseitths eoppaddegdotyuldbse A +
B. For a sipglfe %@go&lgogffeﬁ‘n{dla ﬁ%ggot bfld, dﬂﬁ?gegtt@ao A9kSe fistGafl@Gsq NOt

interact with 1tsel erent _that ex se agaltl n sinply
behave as dibf atheprithdpurdas phtest hbe medisy BElvei EDwepé EDedvardsded vplgey e sum of

their dosesyangs thels@hlime deviations (SD values) were calculated these are listed in the

following table. These values indicate a synergistic relationship.

20
EDsg ED7s EDyg
CI 0.82 0.79 0.71
SD 0.15 0.13 0.19

CI = combination index

SD = standard deviation

25  Example 3: Release of parent compound from prodrugs

Certain prodrugs within the scope of formula Ila require transformation in vivo to the
free nucleoside, for example in the gut wall or liver, before intracellular
phosphorylation to the active species. These prodrugs are therefore not amenable to
direct synergy testing in cellular systems such as the replicon systems employed in

30 Example 1. However, it is possible to measure the release of the parent compound of
formula II following administration of a prodrug of formula Ila to a suitable animal
species, and thereby infer that administration of the prodrug together with the protease
inhibitor of formula I will exhibit synergy in vivo. The rat is recognized as a useful

model for assessing pharmacokinetic parameters of nucleoside analogues.



pot enci es according to the equation:Da/DA + Do/DB = 1 where DA and DB are
doses of drugs A and B that produce a specified |evel of response when
admi ni st ewecdosiosgdzy, and Da and Db are doses of the drugsTiEratoopsmdsice t he
sane | evel of response when adm ni stemed in conbination. Deviations from
Loewe additivity are usually quantified using the conmbination index: C =
Da/ DA + Db/ DB Cal cuSyn (Biosoft, Ferguson, M.) was used to analyze HCV
replicon inhibition data for the Loewe additivity nodel. CI val ues of <

0.9, 0.9-1.4, r gy Y

antagonism r es%gjcotunéséﬁlon%ﬁlgaﬁgn%l %a ?O%mfﬂnzdj}g?g EPS}%(/@{: %I}(P% ef fective
dose of 50%/h€?51%R o lsgbwwmnddiztlﬁéh(%@@adéb) ‘a@l@cforrfml@teé @@éﬁath hests with
conbi nat i onsg of h@%xf&@%gyéﬁde&gfﬂ%@cl gs@[‘ﬁngl%owmﬂﬂof?ﬁ%%% mula ||

wer e conduct ed. was" wth five test plates and the other with four
test plax estdoyhistergrrally Bpsevagey 5ildke) teooplicg. qele PropeiedPuslsy s wel | as
the st andar\dhldnm@bedhrfasté&far\aaIhuaﬁ;) Suvaples 68blesd %ﬁlial&éiﬁ&%n&lpemks B3,80, i n the

e I e T R R L .

conpound f rmmhpkamibnmgsto@aetms rupntdebdug serwirt i MISYVS as delpevsoD 1l plasok avadsia ]
e

require traf ﬁ&g bv?fpo'sﬁ uf Ec‘é:}baoicc{e’?ﬁ%tﬁ%gh[eeﬁgghglﬁhg;?;fe' ﬁ?emafl ?{anﬁ&‘%!rfﬁnh” t

gut wall or re’int Ion active

speci esl0 ThBkges prpdﬂrwjg certefughe ped BapmoPr ArEniiste 10@ Llipt Ge suryradangy

testing in &l fiMl @&utSYwitRTBO %P%te@sanﬁmﬁe 18RI bGRO dFYSA SEpIE Wk Gafri N
Exanpl e 1. is possib asure the rel ease gf t he parent

to ne
conpound ofé_?%?%}i‘rﬂéw l pgter lﬂﬁna%ﬁeﬁg%]? LARGRPEM. g1ppb o8 6450 YBbiRil a Ha
to a suitabjlasancemhitspgeidast in@imMemeniimbedtatthat adm nistration of the
prodrug together with the protease inhibitor of fornmula | will exhibit
synergy in vivo. The rat is recognized as a useful nodel for assessing
phar macbki nlatthis apsay acreteusd Gk resulitensi precrdahogefesd Thl admpoAlids-tof for mul a

sobuyryl | apa R Gk s IR AR Sy O L'
AUCO-t of 12.7 uM. h resuming the weight of a standard rat to be approximately
250 g, these figures for plasma concentration of the parent species after oral
administration of the prodrug of formula Ila represent well over the ICsg of the parent
20  in the replicon system, thereby providing confirmation that the prodrugs when applied

in vivo, will share the synergistic properties shown for the parent nucleoside.



28 % (hydroxypropyl - b-cycl odextrin vehicle). A single dose of 20 nmol / kg
was adm nistered orally by gavage (3 nlL/kg) to duplicate, male Sprague
Dawl ey rawe,2omwhnizedzohad been fasted for 16 hours. Sanpl epcofepbdooosover e
taken at timepoints 15, 30, 60, 120, @40, 360 and 480 mi nutes. The parent
conpound 4'-azi do-2'-deoxy-2'- mnethyl arabi nocytosi ne was quantified in
serum by MS/MS as follows: O mMl plasma was precipitated with 150 m ice
col d acet onCkimd.e contai ning the internal standard warfarin. The sanples
were centrifuged at 3700 rpmfor 20 mnutes. 100 m of the supernatant was

further ai Gt se B pe e sprfdnk I caunbr kaful pran o -

5.0*4. 6mm Mobil e phase: acetgnitrile gradient in 10 nM amoni um acet at e.
In this assay, conpound 3a Tesulted in a parent Crax of 4.56 nM and an
AUCO-t of 15.3 nM h, whereas c und 3b resulted in a parent Cmax of 4.65
mM h and an AUCO-t of 12.7 nM ®resumi ng the weight of a standard rat to
be approxi mtely 250 g, these fijgures for plasma concentration of the
parent species after oral admpksgration of the prodrug of fornula Ha
represent well over the |1C50 gf tle parent in the replicon system thereby
providing confirmation tha R sgrugs when applied in vivo, will share
the synergistic properties E the parent nucleoside.Clains : 1. A
synergi stic conbi nation SRS e conpound of formula | : or a
pharmaceutically acceptable salt t eof , and the conmpound of formula I1:
or a pharmaceutically acceptable ga ereof ; or an ester pr o-drug
t hereof , which can be represenfﬁﬁiby Ml aCHa: wherein RL is hydrogen and
R2 is C-isalkyl-CO; or R2 is hydgvegen tRE i s C _i8alkyl-CO; or both
Rland R2 are C -isal kyl-CO; or phar matgutiN G/ acceptable salt thereof.
in the COEﬁE%%g of formula | is

2. The conmbination of claim1l1, wh

conbined with a conpound of formula 3. The i nation of claim1,
wherein the conpound of formula | is conmbined with a conpound of fornmula
Ha. or a pharmaceutically acceptable salt thereof,

5  and the compound of formula II:

HO o. N
HO

or a pharmaceutically acceptable salt thereof; or an ester pro-drug thereof, which can be
represented by formula Ila:

NH.
e
R20 0 N_<
n ° )
R%§

10 wherein R' is hydrogen and R*is C_jsalkyl-CO-; or R”is hydrogen and R is
Ci.15alkyl-CO-; or both R'and R?are Ci.15alkyl-CO-; or a pharmaceutically acceptable
salt thereof.

2. The combination of claim 1, wherein the compound of formula I is combined with a

15 compound of formula II.



4. The conbination of claim3, wherein both Rland R2 are isopropyl-CO. 5.
The conbination of clains 1 -4, wherein the EC50 ratio between both
conpoundswb 2angh3kd29i s in the range between 3:1 to 1:3. @cT/EPR0®@GIMOAt i ON
of claims 1 - 4, wherein the EC50 ratico between both conpounds | and Il is
about 1:1. 7. The conbination of clains 1 - 4, containing from about 25 ng
to about 200 ng freeform equival ents of the conpound of formula | and from
about 3000 3nJht@omboatiod 8f O8N hgwhderei@-thocom@quid wilf@ntuta bis cotmbdinedmpdund of
formula I1. The on of any of claims 1 to 7, conbined with a
further agen%n§gp fﬁggwpgﬁérlbaV|rln and interferon. 9. A phar maceuti cal
conposi tion conprising a synergistic combination as claimed in any of
claims 1 toy fncRBFhbhaRBRLIBIGHYSI &ﬁérbaﬁ %%Rp&ﬁibmr@?saféfoggpcé(); A product
conprising the compound of fornula I and the compoun formula Il or of
formulaa, all as defined in claim1, as a conbi ned preparation for

si mul t aneous  TheepabatatioR bf SlemmieNt4, alhetes@themdé@étioh%t\a&m bolilcorbfssungé 1 a
conblnatlon a defined in %8¥ % 3 ilns 1 - 8in the prevention and
treat ment of"dAED NACRPRORCre? ddadds associ ated t her ewi t h.
6. The combination of claims 1 - 4, wherein the ECs, ratio between both compounds 1
10  and Il is about 1:1.

O
e

7. The combination of claims 1 - 4, containing from about 25 mg to about 200 mg free-
form equivalents of the compound of formula I and from about 3000 mg to about
12,000 mg free-form equivalents of the compound of formula II.

15
8. The combination of any of claims 1 to 7, combined with a further agent selected

from ribavirin and interferon.

9. A pharmaceutical composition comprising a synergistic combination as claimed in

20  any of claims 1 to 7, and a pharmaceutically acceptable carrier.

10. A product comprising the compound of formula I and the compound of formula II
or of formula ITa, all as defined in claim 1, as a combined preparation for simultaneous,
separate or sequential use in HCV therapy.

25
11. Use of a combination as defined in any of claims 1 — 8 in the prevention and

treatment of HCV infection or diseases associated therewith.

30



