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INTERNATIONAL SEARCH REPORT International application No.
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BoxNo, II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. |:| Claims Nos.:

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

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

3 IZ Claims Nos.: 4-7, 14-18, 19-21, 25-28, 32, 34-39, 43, 57-59 and 64-66
b they are dependent claims and are not drafied in accordance with the sécond and third sentences of Rule 6.4(a).

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

‘This International Searching Authority found multiple inventions in this international application, as follows:
(see supplemenital page}

I l:l As all required additional search fees were timely paid by the applicant, this international search report covers all scarchable
claims.

2. |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fecs were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

Y

. No required additional search fees were timely paid by the applicant. Consequently, this international search report is

.ll'%su'icse‘;iam the invention first mentioned in the claims; it is covered by claims Nos.:
-3 ani

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

The additional search fees were accompanied by the applicant's protest but the applicable protest
tee was not paid within the time limit specified in the invitation,

No protest accompanied the payment of additional search fees.

0 OC

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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International application No.
PCTAUS 18/44389

INTERNATIONAL SEARCH REPORT

~continued from Box No. IIl--

This application contains the following Inventlons or groups of inventions which are not so linked as to form a singla ganeral inventive
concept under PCT Rule 13.1.

Group i+; Claims 1-3, 8-13, 17-18, 22-24, 29-31, 33, §0-61(in part) and 62-63, directad Ioaoumpound of clalm 1, a compound of
formula ', The compound of claim 1 will be searchad to tha extent that it ar P the firs les of clalm 1, represented bya
compound of formula | wherein R1 is the first structure listed; R2 is G{Q)RB; R3 is H; R4 is H; R5 is H; R& is ©3 alkyl. Itis believed that
claims 1-3 and 13 reads on this first named invention, and thus these claims will be saarched without fee. Applicant is invited 1o slect
additional compounds of claim 1, whergin each additional compound elacted will require one additional invention fae. Applicants must
specify the clalms that encompass any additionally elected compound. Applicants must further indicate, if applicabls, the claims which
encempass the first named invention, if different than what was indicated above for this group. Fallure to cleary identify how any paid
additional invantion tess are to be applied to the '+ group{s) will result In only the first claimed invention to ba searched. Additionally, an
exemplary election wherein different actual variables are selected is suggested. An exemplary election would be & compound of clalm 1
a compound of formula | wharein R1 is the first structure listed; R2 is C{O)R8; R3 is H; R4 is H; R5 is C3 alkyl; R€ is C3 alkyl {i.e., claims
1-3).

Group |1+ Claims 40-42, 44-56, and §0-61{in part}, directed to a compound of claim 40, a compound of formula Il. The compound of
claim 40 may be searched, for example, to the extent that it encomy the firgt spacies of claim 40, reprasented by a compound
according to Formula 1l wharein R3 is H; R4 is H and R11 is C3 alkyl; for payment of additional fee and election as such. Itis balieved
that clalms 40-41 read on this first named invention of Group I+, Applicant is invited to elact additional compounds cf claim 40, wherein
aach additlona) compound elected will require one additional invention fea. Applicants must specify the claims that encompass any
additionally elactad compound. Applicants must further indicate, If applicable, the claims whigh encompass the first namad invention, if
different than what was indicated above for this group. Failure to dearly identify how any peid additional invention fees are te be applied
to the *+* group(s) wilt result in only the first claimed invention to be searchad. Ancthar exemplary election would be a compound of
claim 40, represanted by a compound aceording to Formuta 1l whereln R3 Is H; R4 Is H and R11 is C6 alkyl (i.e., claims 40-42).

The group of Invantions listed above do not relate to a single genaral inventive concept under PCT Rule 13.1 because, under PCT Rula
13.2, thay lack the same or correspanding spaclal technical features for the following reasons:

Special Technical Features:

Group I+ includes the technical feature of a unique compound of clalm 1, formula I/f', which Is not required by any other invention of
Group M or |+,

Group W+ Includes the tachnical feature of a unique compound of claim 40, formula Il, which is not required by any other invention of
Group i+ or i+,

Common technical features:
The inventions of Groups |1+ share the technical feature of a compound of Formula (1)
The inventions of Groups |+ and ||+ share the technical feature of a compound of comprising the core structure of Formula | and I1.

These shared technicel features, however, do not provide a contribution aver the prior art, as being anticipated by WO 2016/188943 A1
to IDENIX PHARMACEUTICALS LLC (hareinafter Idenix). Idenix discloses a compound of formula || {comprising the eore structure of
formula | and Il) wherein R3 is H; R4 is H and R11 is C3 alkyl (pg. 30, In 3: Znd compound listad).

The inventions of Groups I+ share the tachnical feature of a compound of Fermula (1).

These sharad technical faatures, howevar, do not provide a contribution ovar the prior art, as being chvious over WO 2016/088241 Al to
FUJIFILM CORPORATICN {hereinafier Fujifilm}. Fujifilm disdosas a compound of formula | whersln R1 is the first structure listed; R3 is
H; Rd is H; RS is C1alkyl-OC(D)C4 alkyl; RE is C1alkyl-OC(D)C4 alkyl {original-para [(0244]): 4th compound listed) and further discloses
precursor compounds comprising hydroxyt protecting groups bound in the position of substituent R2 (original para [0244]: 3rd compaund
listed (BOC)}, but does not disclose wherein R2 is C(O}RS and R8 is C& aryl. Howaever, Fujifilm further discloses similar nudleotide drug
compounds prepared from compounds comprising similar hydroxy pratecting groups (Bz) whereln R2 Is C{O)R8 and R8 i3 C6 aryl
{original-para [0228]: 2nd compound listed). It would have besen obvious to one with skill in the art to prepare the compound disclosed
by Fuijifilm, utilizing similar pracursor compounds utilizing similar routine hydroxy protecting groups, such as Bz instead of BOC (la
wheraln R2 Is C(Q)RE and R6 |s C6 aryl), in order to optimize the synthetic scheme.

As said compound was known in the art at the time of the invention, these cannot be considered speclal technical features that would
otherwisa unify the inventions of Groups I+ or I+, The inventions of Group I+ and I+ thus lack unity under PCT Rule 13.

Note: Claims 4-7, 14-186, 19-21, 2528, 32, 34-30, 43, 57-59 and 64-66 have bsen found to be unsearchable bacause they are not
drafted in accordance with the second and third sentences of Rule 6.4(a).
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