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BoxNo. Il  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. I:I 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 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.: 11-14.27-35, a9-52, 65-68
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking (Continuation of itern 3 of first sheet}

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

Group & claims 1-10, 16-16, drawn to & chemically-modified oligonuclestide 13 to 22 nucleobasas in length comprising SEQ ID NO.: 2
[TACTECTGCTE] and 100% complementarywithin a repeat reglon of a CAG nuclectide rapeat cantalning RNA, wherein:

a. sach Tis independently a uridine or thymidine nuclecside and asach comprising an Independently selected high-affinity sugar
madification;

b. each non-terminal G is a guanasine nucleoside comprising a 2'-Jeoxyribose sugar;

¢. each non-terminal G is a cylidine nucleoside comprises a 2-deoxyribose sugar,

- Piease soe 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
additional fees. .

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

b

4. E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
ﬁg%m‘ll éo the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompatied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanicd the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (uly 2009)
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Supplernanial Box
Continyation of: Box NO Ill. Observations where unity of Invention is lacking

Group Il, claims 17-26, 36-37, drawn fo a chemically-modified cligonucleotide 13 1o 22 nucleabasas in length comprising SEQ ID NO.: 2
{TGCTGCTGCTG] which is 100% complementary within a repeat region of a CAG nucleotide repeat containing RNA, wherein:

0. each G Is a guanosine nucleoside indepandently comprises a high affinity sugar modification;

h. each non-terminal T Is independently a uridine or thymidine nucleoside comprising a 2' -deoxyribose sugar;

1. each terminal T is independently a uridine or thymidine nudeoside comprising a 2 deoxyribose sugar or a nuclgase resistant
medification;

J. sach nen-terminat C is a cytidine nucleoside comprising a 2-deoxyribose sugar; and

k. vach terminal C is a cytidine nucleoside comprising either a 2' decxyribese sugar or a nuclease rasistant modification.

Group lll, claims 38-48, 53-54, drawn to a chemically-modified oligonucleotide 13 to 22 nudeobases in length and comprising SEQ ID
NO.: 4 [AGCAGCAGCAG] and 100% complamentary within & repeat region of a CUG nucleotide rapeat containing RNA, wharein:
each A is independently & adenosine nucleoside, each compriging an independently selected high-affinity sugar modification;

each non-temminal G is a guanosing nudgosida comprising a 2' -deoxyribose sugar;

each terminal G is & guanasine nucleoside comprising Independently a 2' -deoxyribose sugar and/or a nuclease resistant modification;
each non-tenmina! C is a cytidine nudleoside comprises a 2'-deoxyribose sugar; and

each terminal C is a cylidine nucleoside comprising Indepandently a 2' -deoxyribose sugar andfor a nuclease resistant modification.

Group IV, claims 55-84, 69-70, drawn to a chemically-modified oligonucleotide 13 to 22 nucleobases In length and comprising SEQ ID
NO.: 4 [AGCAGCAGCAG] which is 100% complementary within a repeat region of a CUG nucleolide repeal containing RNA, wherein:
sach G is a guanosine nuclecside independently comprising a high affinily sugar modification; -
each non-lerminal A is independently an adenosine nucleoskie comprising a 2'decxyribose sugar;

each terminal A is independently an adenosine nucleoside comprising a 2' deoxyribose sugar or a nuclease resistant modification;
sach nortemminal C is a cytidine nuckeoside comprising a 2'-deoxyribose sugar; and

each terminal G is a cytidine nuclecside comprising either a 2'deoxyribosa sugar or a nuclease resistant modification.

The inventions listed as Groups |-V do not relate 1o a single general inventive concept under PCT Rufe 13.1 bacause, under PCT Rule
13.2, thay lack the same or comespending special technical features for the following reasons:

The special technical featune of the inventions listed as Groups I and ill-V is the specillc nuclelc acid sequence recited therein, The
invenlions da nol share a special technical feature, bacause 1) no significant structural similarities can readily be ascertainad among the
sequences, and 2) US 2002/0150881 A1 1o Hood, et al. discloses the claimed SEQ D NO:2 (SEQ ID NO: 439, 1 TGCTGCTGCTG 11).
Without a shared special technical feature, the inventiens lack unity with one another.

The inventions of Groups |-l share tha technical feature of a chemically-modified oligonucleotide 13 to 22 nuclescbases in length
comprising SECQ ID NO.: 2 [TGCTGCTGCTG] and 100% complementarywithin a repeat region of a CAG nucleotida repeat ¢ontaining
RNA. Howaever, this shared technical feature does not represent a contribution over prior art is being anticipated by WO 2010/014582 A1
to Corey et al. (hereinafter ‘Corey’) that disclosas a chemically-modified oligonucieotide 13 to 22 nucleobases in length and having a
nucleobase sequence comprising SEQ ID NO: 2 [TGCTGCTGCTA] (pg 39, Table 1 and Fig. 1, LNA/REP, SEQ ID NO: 24, modified
beses are represented as captial latters and DNA basas ara lower casa) and 100% complemantary within a rapeat region of a CAG
nuclectide rapagl containing RNA (pg 29, In 1-8, Fig. 1D). As said chemically-maodified oligonuciestide was known at the time of the
Invention, this cannot be considered a special technical faature that would otherwise unify the groups.

Another spacial technical feature of the inventions listed as Groups |-ll is the specilic set of modifications recited therein. The inventions
do not share a special tachnical leature, because said modifications are of a distinct nature, Without a shared spacial technical Taature,
the invantions lack unity with one angther.

The inventions of Groups IIIHV share the tachnical feature of a chemically-modified cligonuciectide 13 to 22 nuclecbases in length and
comprising SEGY ID NQ-: 4 [AGCAGGAGCAG] and 100% complementary within a repeat region of a CUG nuclectids repeal containing
RNA. Howevar, thig shared tachnical featuro does not represent a contribution over prior ant is being anticipated by De Kimpa et al, (WO
2008/018795, haretnafter ‘Kimpe'). Kimpe discloses claim 38 a chemically-medified oligonuciectide 13 to 22 nucleobases in langth and
having & nucisobase saquence comprising SEQ ID NQ: 4 [AGCAGCAGCAG] (pg 27, Table 1, P558) and 100% complermentary within a
rapeat region of a CUG nudlectide repeat containing RNA (pg 8, In 22-27). As said chemically-modified oligonugleotide was known at
the tima of the invention, this cannot ba considerad a special lachnical feature that would atharwise unify the groups.

Finally, another special technical featura of the inventions listed as Groups IV |s the specific set of modifications recited therein. The
inventions do not share a special technical feature, because said modifications are of a distinct nature. Without a shared special
technical faature, the inventions kack unity with one ancther.

Giroups |-V therefore lack unity under PCT Rule 13 bacausa they do not share a same or comesponding Special technical feature.

Form PCTASA/210 (extra sheet) (July 2009)
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