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Box No. II 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:

s X cna
3. |2l Claims Nos.: 30
because they are dependent claims. and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international application, as follows:

This application contains the following inventions or groups of inventions which are not so ]i)inked as to form a single general inventive
concept under PCT Rule 13.1. o

Group I+: Claims 1-29 directed to a compound of Formula | for use in the prophylaxis or treatment of influenza infection. The compound
of Formula | will be searched to the extent that it encompasses the first species of claim 1, wherein

Y is H; Rw, Ry and Rz are each H; Rx is OH and wherein Base is uracil, wherein the compound meets the proviso that when Rw, Ry and
Rz are each H, then Rx is not H. It is believed that claims 1, 20 and 24-29 encompass this first named invention, and thus these claims
will be searched without fee to the extent that they encompass the first species of claim 1 described above.

--Please see attached sheet--

- 1. I___I 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 paymeht of
additional fees. )

3. m As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.: .
First invention: claims 1, 20, 24-29; Second invention: claims 1-2; 18, 23-29

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest r__l The additional search fees were accompanied by the applicanf’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s brotest but the applicable protest
fee was not paid within the time limit specified in the invitation.

IN/T .
_}A No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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Attachment to Box.No.lllI:
--continued --

. Applic_ant is invited to elect additional compounds of Formula (1), wherein each additional compound elected will require one additional
invention fee. Applicants must specify the claims that encompass any additionally elected compound of Formula (). Applicants must
further indicate, if applicable, the claims which encompass the first named invention, if different than what was indicated above for this
group. Failure to clearly identify how any paid additional invention fees are to be applied to the "+" group(s) will result in only the first
claimed invention to be searched. An exemplary election would be a compound of Formula (1), wherein Y is H; Rw is H; Ry.is H; Rx is
OH and Rz is OH and wherein the Base is cytosine (i.e. claims 1-2, 19, 23-29).

The group of inventions listed above do not relate 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:

Special Technical Features:

The special technical feature of each invention of Group I+ is a unique compound of Formula |, which is not required in any other
invention in the group.

Common technical features:

The inventions of Group |+ share the technical feature of a compound having the core structure of Formula |. This shared technical
feature, however, does not make a contribution over the prior art as follows:

Regarding claims 1, 28 and 29, US 2013/0243725 A1 (Clarke) published on 19 September 2013 teaches a compound of Formula |,
wherein Y is H; Rw is H; Ry is H; Rx is OH and Rz is F and Base is a heterocycloalkyl wherein the compouhd meets the provisos laid
outin claim 1 (para [0088], pg 14, col 1, first structure listed), for use in the treatment or prophylaxis of influenza infection (abstract).

Regarding claim 23, Clarke teaches an analog of 2'-Deoxy-2'-fluoro-4'-difluoromethylcytidine, wherein the cytosine is replaced by a
bicyclic heteroary! (para [0089], compound in col 1, row 3) as an antiviral agent having therapeutic utility in treating influenza infections
(abstract). Clarke does not teach the claimed 2'-Deoxy-2'-flucro-4'-difluoromethylcytidine. However, US 2003/0087873 A1 to Stuyver et
al. (hereinafter 'Stuyver') teaches 3-deoxycytidine (para [0228]; Fig 5, Beta-D-AJ) as having antiviral activity (para [1555], Table 23) and
therapeutic utility in the treatment of influenza infection (para [0230]). .

It would have been obvious to one of ordinary skill in the art to introduce the cytosine base moiety as disclosed in Stuyver in place of the
bicyclic heteroaryl of the nucleoside analog disclosed in Clarke, in order to design 2'-Deoxy-2'-fluoro-4'-difluoromethylcytidine as an anti-
influenza agent having enhanced therapeutic utility, because both Stuyver and Clarke teach nucleoside analogs having anti-influenza
activity. :

As said compounds were known/obvious in the art at the time of the invention, these cannot be considered special technical features
that would otherwise unify the inventions of Group I+.

The inventions of Groups I+, therefore, lack unity under PCT Rule 13.

Note reg. item 4: Claim 30 has been held unsearchable because it is a dependent claim and is not.drafted in accordance with the
second and third sentences of Rule 6.4(a). Claim 30 is, therefore, not included in the above analysis.

Note reg second invention: Applicant has elected the species 4'-difluoromethylcytidine (1-46) as the additioqal inv_ention to be searched.
It is believed that claims 1-2, 19 and 23-29 encompass this elected species. Claim 13 specified by the Applicant is not searched
pbecause it is drawn to a non-elected species. :

Form PCT/ISA/210 (extra sheet) (January 2015)
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