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Box No.Il  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos..

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.TI1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international appllcauon as follows:
- Please see extra sheet for continuation -

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
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Remark on Protest E] The additional search fees were accompanied by the applicant’s protest and, where applicable, the
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[:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation. :

D No protest accompanied the payment of additional search fees.
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Continuation of:
Box NO Hll. Observations where unity of invention is lacking

Group I+: claims 1-10 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of acetyl-CoA carboxylase (ACC) or a prodrug
thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug and (i) a compound that is a modutator of an HCV-
associated component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or predrug. The modulator
of an HCV-associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HCV NS48B inhibitors, HCV NSSA
inhibitors, HCV NS58 inhibitors, HCV viral ion channel forming protein inhibitors, HCV IRES inhibitors, HCV entry inhibitors, cyclosporin
inhibitors, and modulator of miR-122. The first invention is restricted to HCV protease inhibitors (Claims 1-10 and 54-56). Should an
additional fee(s) be paid, Applicant is invited to elect an additional class{es} of modulator of HCV-associated component to be searched.
The exact claims searched will depend on Applicant's election.

Group Ii+: claims 11-14 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subjectin
need thereof a therapeutically effective amount of (i} a compound that is a modulator of a host cell target or a prodrug thereof, or
phamaceutically acceptable salt or ester of said compound or prodrug and (i) a compound that is a modulator of an HCV-associated
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of sald compound or prodrug. The modulator of an HCV-
associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HCV NS4B inhibitors, HCV NS5A inhibitors, HCV
NS5B inhibitors, HCV viral ion channel forming protein inhibitors, HCV IRES inhibitors, HCV entry inhibitors, cyclosporin inhibitors, and
modulator of miR-122. The first invention is restricted to HCV protease inhibitors. Should an additionat fee(s) be paid, Applicant is
invited to elect an additional class(es) of moduiator of HCV-associated component to be searched. The exact claims searched will
depend on Applicant's election.

Group Hi+: claims 15-22 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of an acyl-CoA:cholesterol dcyl-transferase (ACAT)
or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug and (i) a compound that is a modulator
of an HCV-assaciated component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. The
modulator of an HCV-associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HCV NS48 inhibitors, HCV
NSSA inhibitors, HCV NS5B inhibitors, HCV viral ion channel forming protein inhibitors, HCV IRES inhibitors, HCV entry inhibitors,
cyclosporin inhibitors, and modulator of miR-122. The first invention is restricted to HCV protease inhibitors. Should an additional fee(s)
be paid, Applicant is invited to elect an additional class(es) of modulator of HCV-associated component to be searched. The exact
claims searched will depend on Applicant’s election.

Group IV: claims 23-28 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of a long-chain acyl-CoA synthetase (ACSL)or a
prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug and (ii) a compound that is a modulator of an
HCV-associated component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug.

Group V: claims 29-33 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i} a compound that is an inhibitor of an elongase (ELOVL) or a prod rug thereof, or
pharmaceutically acceptable salt or ester of said compound or prodrug and (il) a compound that is a modulator of an HCV-associat
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. -

Group VI+: claims 34-38 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of fatty acid synthase {F AS) or a prodrug thereof, or
pharmaceutically acceptable sait or ester of said compound or prodrug and (i) a compound that is a modutator of an HCV-associated
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. The modulator of an HCV-
associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HGV NS4B inhibitors, HCV NS5A inhibitors, HCV
NS58 inhibitors, HCV viral ion channel forming protein inhibitors, HCV IRES inhibitors, HCV entry inhibitors, cyclosporin inhibitors, and
modutator of miR-122. The first invention is restricted to HCV protease inhibitors. Should an additional fee(s) be paid, Applicantis
invited to elect an additiona! class(es) of modulator of HCV-associated component to be searched. The exact claims searched will
depend on Applicant's election.

Group VHi+: claims 39-43 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of HMG-CoA reductase or a prodrug thereof, or
phammaceutically acceptable salt or ester of said compound or prodrug and (ii} a compound that is a modulator of an HCV-associated
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. The modulator of an HCV-
associated component is selected from HCV protease inhibitors, HCV NS3 inhibitors, HCV NS4B inhibitors, HCV NSS5A inhibitors, HCV
NS58 inhibitors, HCV viral ion channel forming protein inhibitors, HCV IRES inhibitors, HCV entry inhibitors, cyclosporin inhibitors, and
modulator of miR-122. The first invention is restricted to HCV protease inhibitors. Should an additional fee(s) be paid, Applicant is
invited to elect an additional class(es) of modulator of HCV-associated companent to be searched. The exact claims searched will
depend on Applicant's election.

Group VIIt: claims 44-48 and 54-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in
need thereof a therapeutically effective amount of (i) a compound that is an inhibitor of lipid droplet formation or a prodrug thereof, or
pharmaceutically acceptable salt or ester of said compound or prodrug and (i) a compound that is a modulator of an HCV-associated
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug.

Group IX: claims 49-77, drawn to a method of treating or preventing HCV infection comprising administering to a subject in need thereof
a therapeutically effective amount of (i) a8 compound that is an inhibitor of serine palmitoy! transferase (SPT) or a prod rug thereof, or
pharmaceutically acceptable salt or ester of said compound or prodrug and (i) a compound that is 8 modulator of an HCV-associated
component or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug.

- Please ses extra sheet for continuation -
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Continuation of:
Box NO 1. Observations where unity of invention is lacking

The inventions listed as Groups I+ through 1X do not refate to a single general inventive concept under PCT Rule 13.1 because, under
PCT Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

The inventions of Groups i+-1X comprise distinct inventive concepts for treating or preventing HCV infection comprising inhibitors for
host cell targets selected from ACC, ACAT, ACSL, ELOVL, FAS, HMG-CoA reductase, lipid droplet formation, and SPT, respetively, as
outlined above. i

The inventions of Groups I+-1X share the technical feature of a method of treating or preventing HCV infection comprising administering
to a subject in need thereof a therapeutically effective amount of (i) a compound that is a modulator of a host cell target or a prodrug
thereof, or pharmaceutically acceptable sait or ester of said compound or prodrug and (i) a compound that is a modutator of an HCV-
associated component or a prodrug thereof, or phamaceutically acceptable salt or ester of said compound or prodrug. However, this

" shared technical feature does not represent a contribution over prior art as being anticipated by US 2010/0280099 A1 (Eimen). Elmen
discloses Claim 15, a method of treating or preventing HCV infection (para [00071) comprising administering to a subject in need thereof
a therapeutically effective amount {para {0485]) of (i) a compound that is an inhibitor of an acyl-CoA:cholesterol acyl-transferase (ACAT)

- or a prodrug thereof, or pharmaceutically acceptable sait or ester of said compound or prodrug (para [0092], ACAT2) and (i) a
compound that is a modulator of an HCV-associated component or a prodrug thereof, or pharmaceutically acceptable salt or ester of
said compound or prodrug (para [0047], ribavirin). As said composition was known in the art at the time of the invention, this cannot be
considered a special technical feature that would otherwise unify the groups.

Another special technical feature of the inventions listed as Groups I+ through 1X is the specific modulater of an HCV-associated
components recited therein. The inventions do not share a special technical feature, because Elmen teaches a specific modulator of an
HCV-associated component that is a modutator of miR-122 (para {0010}-{0011}). Without a shared special technical feature, the
inventions lack unity with one another.

Another special technical feature of the inventions listed as Groups I+ is a compound that is an inhibitor of acetyl-CoA carboxylase.
{ACC) or a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. However, this shared technical
feature does not represent a contribution over prior art as being anticipated by the article entitled 'Hepatitis C virus RNA replication is
regulated by host geranylgeranylation and fatty acids’ by Kapadia et al. (hereinafter 'Kapadia®). Kapadia teaches a method of treating or
preventing HCV infection comprising administering to a subject in need thereof a compound that is an inhibitor of acetyl-CoA ’
carboxylase (ACC) (pg 2563, col 2, para 2, to determine whether the fatty acid biosynthetic pathway plays a role in regulating HCV
replication, we inhibited the enzyme acety!-CoA carboxylase by using TOFA. Treatment of Sfit cells with TOFA resulted in a 3-fold
inhibition of HCV RNA replication (Fig. 4A)). As said composition was known in the art at the time of the invention, this cannot be
considered a special technical feature that would ctherwise unify the groups.

Anocther special technical feature of the inventions listed as Groups VI+ is a compound that is an inhibitor of fatty acid synthase (FAS) or
a prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. However, this shared technical feature
does not represent a contribution over prior art as being anticipated by the article entitled 'Fatty Acid Synthase is Upregulated during
HCV infection and Regulates HCV Entry and Production’ by Yang et al. (hereinafter 'Yang'). Yang teaches a method of treating or
preventing HCV infection comprising administering to a subject in need thereof a compound that is an inhibitor of fatty acid synthase
(FAS) (abstract, blocking fatty acid synthase activity by a pharmacological inhibitor C75 led to decreased HCV production. Reduction of
fatty acid synthase by RNA interference (RNAI) suppressed viral replication in both replicon and infection systems, see Fig. 3). As said
composition was known in the art at the time of the invention, this cannot be considered a special technical feature that would otherwise
unify the groups.

Another special technical feature of the inventions listed as Groups Vii+ is a compound that is an inhibitor of HMG-CoA reductase or a
prodrug thereof, or pharmaceutically acceptable salt or ester of said compound or prodrug. However, this shared technical feature does
not represent a contribution over prior art as being anticipated by Kapadia. Kapadia teaches a method of treating or preventing HCV
infection comprising administering to a subject in need thereof a compound that is an inhibitor of HMG-CoA reductase (pg 2563, col 1,
para 2, we also treated Sfil celis with L-659,699 and ZA, which are specific inhibitors of HMG-CoA synthase and squalene synthase,
respectively. Treatment of Sfil cells with L-659,699 aiso inhibited HCV RNA replication in a dose-dependent manner (Fig. 2B} without
any detectabie effect on cell-cycle progression (data not shown).). As said composition was known in the art at the time of the
invention, this cannot be considered a special technical feature that would otherwise unify the groups.

Groups i+ through iX therefore lack unity under PCT Rule 13 because they do not share a same or covesponding special technical
feature. :
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