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INTERNATIONAL SEARCH REPORT

JP 2025-517965 A 2025.6.12

International application No.
PCT/US 23/67384

A, CLASSIFICATION OF SUBJECT MATTER
IPC - INV. AS1K 31/713 (2023.01)

ADD. C12N 15/85, AB1P 1/16 (2023.01)

CPC - INV. C12N 15/113, AB1K 31/713

ADD. A61 K 3177105, C12N 2310:14

B. FIELDS SEARCHED

Ses Search History document

Minimum docymentation searched (classification system followed by classification symbols)

Sea Search History documant

Documentation searched other than minimum documentation to the extent that such documents are included in the fields gearched

Sea Search Histary document

Electronic data bage consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Claim 5; SEQ ID NO 326

X WO 2020/243702 A2 (AMGEN INC. ) 3 Dacembar 2020 (03.12.2020} Abstract; Claim 1; Claim 4;]1-3

A Us 2013/0012538 A1 (UESUGI et al.) 10 January 2013 (10.01.2013) Abstract 1-3

D Further documents are listed in the continvation of Box C.

E] See patent family annex.

Special categories of cited documents:

“A" document defining the general state of the art which is not considered
to be of particular relevance

‘D" document cited by the applicant in the international application

"B g?rller application or patent but published on or after the international

ing date

"L" dacument which may throw doubts on priority claim{s) or which
is cited to establish the publication date of another citation or other
special reason (as specified) -

“0"  docuwsent referring toan otal disclosure, vse, sxhibition ot other means

“PT  docoment published prior to the international filing date but later than
the priority date claimed

“T" later document published after the mlemuuﬂm] filing date m‘dpnonty
date and not in conflict with the application but cited to unders
the principle or theory underlying the invention

X" doeument of particular relevance; the claied invention cannot be
considered novel or cannot be considered to involve an :n\rentwe step
when the document (s taken alone

“Y" document of particular relevance; the claimed invention cannot
+be considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious 1o a person skilled in the art .

“&" document member of the same patent family

Date of the actual completion of the international search
15 Sep'leml;er 2023

Date of mailing of the international search report

NQV 17 2023

Natne and mailing address of the ISA/US

Mall. Stop PCT, Attn: ISA/US, Commissloner for Patents
P.O. Bax 1450, Alexandria, Virginia 223131450

Facsimile No. 571-273-8300

Authorized officer )
Kari Rodriguez

Telephont No. PCT Heipdesk: 571-272-4300

Form PCI/ISA/210 (second Sheeh) (July 2022)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/US 23/67384

Box No. I Nucleotide and/or amine acid sequence(s) (Continaation ofitem 1.c of the first sheef)

1. With regard to arry nucleotide and/or amino acid sequence disclosed in the iuternational application, the international search was

carried out on the basis of a sequence Iisting:

a, forming part ofthe international application as fi led.

b. D furnished subsequent o the international f ling date for the purposes of international search (Rule 13ter.1{a}),

D Accomparnied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
international application as filed. : .

2 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningfiil search could be carried out without a WIPC Standard ST.26 compliant sequence

listing.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.

PCTS 23767384

Box No, II Observations where certain claims were found unsearchable (Continnation 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 l:l Claims Nos.:

becanse they relate to subject matter not required 1o be searched by this Authority, namely:

2, I:l Claims Nos.:

becanse 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 éan be carried out, specifically:

3. E Cleims Nos.: 4-42
. becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Obler\mtiom whert unity of invention is lacking (Continuation of item 3 of first sheet}

This International Searching Authority found roultiple invenuons in this international application, as follows:
—-Please se8 continualicn in first extra sheat —————

1 D As all required additional search fees were timely paid by the apphcant ‘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 faes,

3. |:| As only some of the rﬁlmed additional search fees were timely I?md by the applicant, this international search 1epoIt covers
only those claims for which fees were paid, specifically claims

-

" No required additional search fees were timely pmdby the applicant. Cansequently, this international search report is restricted
to the invention first mentioned in the claiins; it is covered by claims Nos.:
1-3, limited to SEQ ID NG:442

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, lhe
. ' payment ¢f a protest fee.

I: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 proiest accompanied the payment of additional search fees. -

Form PCT/ISA/210 (continuation of first sheet {2)) (July 2022)
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INTERNATIONAL SEARCH REPORT Tntcrmational application Mo,

PCTIUS 23/67304

Continuation of Box No. IIl. Observations where unity of Invention is lacking,

This application cantains the following inventions er. groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13,1, In order for all inventions to be saarched, the appropriate additional search fees must ba paid.

Group |+, Claims 1-3, diracted to an RNAl canstruct comprising a sansa strand and an antisenga strand. The RNAI construct will be
searched to the extent that the RMAI construct encompasses wharein the antizense strand comprises a reglon having at least 15
cantiguous nucleotides differing by O nucleotides from an antisenae sequence listed in Table 1 comprising SEQ ID NC:442 (note, this is
the first clalmed antlsanse saquenca for the inventive RNAI construct). Tha first named Invention was determined basad on the first
ciaimad antisansa saguence from Table 1 (Claim 1) for the inventiva RNAI canstruct embodiment. This first named Invention has been
selected based on tha guldance set forth in section 10.64 of fne PCT International Search and Preliminary Examination Guidefines. It Is
believed that claims 1-3 encompass this first named Inventlon, and thus these clalms will be searched without fea to the extent that the
RNAj construct encompasses wherein the antisense strand comprises a region having at least 15 contiguous nuclectides differing by 0
nucleotides from an antlsense sequence listed in Table 1 comprising SEQ ID NO:442, Additional RNAI construct{s} comprising
additionsl sequence(s) will be searched upon the payment of additional fees. Applicants must specify the clalms that encompass any
additionally elected RNAI construct{s) comprising edditional sequence(s). Applicants must further indicate, If applicabls, tha clalms which
encompass the first named inventlon, if different than what was indicated above for this group. Failure to.clearly identify how any paid
additional imvention fees are to be applied to the ™+ group{s) will result in cnly the first claimed inventlon to ba searchad. An exemplary
election would ba a RNAI construct comprising whereln the antisense strand eomprises a region having at least 15 contiguous
nuclectides differing by 0 nucleatides from an antisense sequencs listed in Table 1 comprising SEQ 1D NC:443 (dlaims 1-3).

Tha inventions listed as Group i+ do not relate to a single special tachnical fsatura undar PCT Rule 13.1 becausa, under PCT Rule 13.2,
they lack the same or comrespending speclal technical features for the following reasons: -

Srpeclal technical faatures

| The Inventions of Groups |+ each Include the speclal technical feature of a unique rudeic acid sequence. Each nucleis acid sequence
comprises a unique sequence complemantary to a unique target, and is considered a disfinct tachnica! feature.

Commeon tachnical I'eatures

Group 1+ inventions share tha technical featuras of Including:

an RNAI construct comprising a sense strand and an antisense strand wherein the antisensa strand comprises a reglon having at least
15 onnhguous nucieotides differing by no mote than 3 nuclectides frum an anlisense sequence, and wherein the RNAI construct inhlbir.s
the axpression of a SREBP Cleavage Activating Protein (SCAP) mRNA,

However, these shared technical features are praviously disclosad by WO 2020/243702 A2 to Amgen Inc., (hereinafter 'Amgen').

Amgen teaches an RNAI construct comprising a sense strand and an antisense strand, whareln the antisense strand comprises a reglon
having at feast 15 contiguous nucleotides diffeting by no more than 3 nucleotides from an antisense sequence, and wherein the RNAT ..
canstruct Inhibits the expression of a SREBP Cleavage Activating Protein (S8CAP) mRNA {Abstract - 'The present invention relates to
RNAI constructs for reducing exprassion of the SCAP gene. Matheda of using such RNAI constructs to treat or prevent liver disease,
nonalecholic fatty liver diseasa (NAFLD) are also described.’; Claim 1 - ‘An RMAI consiruct comprising a sense strand and an antisense
strand, wheretn the antisanse strand comprises a regicn having at Ieast 15 contiguous nuclectidas differing by no more than 3
nucleoﬂdea from an anfisense sequence listed in Table 1 or 2, and whereln the RNAI construct Inhibits the expression uf SREBP
Cleavage Aclivating Protein (S8CAP).").

As the technical feetures wers known in the art at the tims of the invention, they cannot be considersd spacial technica! features that
wolld ctherwise unify the groups.

Therefors, Group I+ Inventions fack unity under PCT Rule 13 becauss they do not share the same or comesponding spectal technlcal
faature.

Cumlnuatton of item 4 above: clalms 4-42 are held uhsearchable bacausa they are dependent claims and are not drafted In amordancs
with tha sacond and third sentences of Rula 6.4(a).

Form PCT/ISA/210 (extra sheet) (July 2022)
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