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HAES YoilEE Dlin—MC3 |3ILAT |[ApoAl siRNA FYTUEUF
(ENL%) —DMA A= (EL%) (mol%) (EL%)
(€
%)
1 49% 29% 21% | 0.50% 0.18% 0%
3 31% 55% 13% | 0.32% 0.11% 0%
] 41% 43% 15% 1 0.37% 0.13% 0%
7 34% 53% 183% |0.31% 0.11% 0%
8 29% 60% 11% | 0.26% 0.09% 0%
9 37% 22% 40% | 0.38% 0.14% 0%
10 31% 36% 33% |0.31% 0.11% 0%
11 26% 46% 28% |0.26% 0.10% 0%
2 22% 53% 24% |0.23% 0.08% 0%
4 33% 35% 31% [0.30% 0.11% 0%
8 21% 24% 55% |0.21% 0.08% 0%
19 18% 33% 49% |0.19% 0.07% 0%
20 17% 39% 44% |0.17% 0.06% 0%
21 26% 14% 61% |0.23% 0.08% 0%
22 23% 24% 53% [0.21% 0.07% 0%
23 20% 32% 48% |0.18% 0.07% 0%
24 18% 38% 43% |0.17% 0.06% 0%
29 21% 11% 8% 0.19% 0.07% 60%
31 17% 27% 6% 0.16% 0.06% 49%
32 16% 33% 6% 0.14% 0.05% 45%
33 17% 10% 18% |0.17% 0.06% 55%
34 15% 18% 16% |0.16% 0.06% 50%
35 14% 25% 15% | 0.14% 0.05% 46%
39 16% 25% 15% |0.14% 0.05% 45%
42 12% 15% 33% [0.13% 0.05% 40%
43 12% 20% 31% |[0.12% 0.04% 37%
44 11% 26% 29% [0.11% 0.04% 35%
45 15% 8% 35% |0.13% 0.05% 42%
46 14% 14% 32% |0.12% 0.04% 39%
47 13% 20% 30% |0.12% 0.04% 37%
48 12% 25% 28% [0.11% 0.04% 34%
50 1% 13% 5% 0.11% 0.04% 1%
54 12% 13% 5% 0.11% 0.04% 70%
55 1% 18% 4% 0.10% 0.04% 66%
56 11% 23% 4% 0.10% 0.04% 62%
59 10% 7% 0% |0.10% 0.04% 63%
60 9% 22% 0% | 0.09% 0.03% 59%
67 8% 5% 22% | 0.09% 0.03% 54%
68 8% 9% 21% | 0.08% 0.03% 52%
71 9% 5% 22% |0.08% 0.03% 54%
72 9% 19% 21% | 0.08% 0.03% 51%
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UAES UVEEE YVEEHE (mg) |Dlin— |ALAFO—L[ Y& Y+£JF [ApoAl| siRNA
MC3~ [(mg) (meg) (me) | (mg)
DMA
(mg)
1 POPC 25 125 |0.54 0 0.2
3 POPC 25 3.75 |0.54 0 0.2
6 DMPC 25 25 0.54 0 0.2
7 DMPC 25 375 |054 0 1 0.2
8 DMPC 25 5 0.54 0 1 0.2
9 POPC 25 125 |1.35 0 1 0.2
10 POPC 25 25 1.35 0 1 0.2
11 POPC 25 375 |1.35 0 1 0.2
12 POPC 25 5 1.35 0 1 0.2
14 DMPC 2.5 25 1.35 0 1 0.2
18 POPC 25 25 3.37 0 1 0.2
9 POPC 25 3.75 |3.37 0 1 0.2
20 POPC 25 5 3.37 0 1 0.2
21 DMPC 25 125 337 0 1 0.2
22 DMPC 2.5 25 3.37 0 1 0.2
23 DMPC 25 3.75 |337 0 1 0.2
24 DMPC 2.5 5 3.37 0 1 0.2
29 DMPC 25 125 ]0.54 5 1 0.2
31 DMPC 25 375 |054 5 1 0.2
32 DMPC 25 5 0.54 5 1 0.2
33 POPC 25 125 ]1.35 5 1 0.2
34 POPC 25 25 1.35 5 1 0.2
35 POPC 2.5 375 |135 5 1 0.2
39 DMPC 25 375 |135 5 1 0.2
42 POPC 2.5 2.5 3.37 5 1 0.2
43 POPC 25 375 |337 5 1 0.2
44 POPC 25 5 3.37 5 1 0.2
45 DMPC 25 125 ]3.37 5 0.2
46 DMPC 2.5 25 3.37 0.2
47 DMPC 25 375 |3.37 0.2
48 DMPC 25 5 3.37 5 0.2
50 POPC 25 25 0.54 10 1 0.2
54 DMPC 25 25 0.54 0 1 0.2
55 DMPC 25 3.75 |0.54 0 1 0.2
56 DMPC 25 5 0.54 0 1 0.2
59 POPC 2.5 375 |135 0 1 0.2
60 POPC 25 5 1.35 0 1 0.2
67 POPC 25 375 |337 0 1 0.2
68 POPC 25 5 3.37 0 1 0.2
71 DMPC 25 375 |337 10 1 0.2
72 DMPC 25 5 3.37 10 1 0.2
X 1 1
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Intemational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2022/067075

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard o any nuclectide and/or amine acid sequence disclosed in the internaticnal application, the international search was
carried out on the basis of a sequence listing:

a forming part of the international application as filed:
in the form of an Annex G/ST.25 tex! file.

I:' on paper or in the form of an image file.

b. D turnished together with the international application under PCT Rule 1 3ter. 1{a] for the pumoses of international search
only in the farm of an Annex G/ST.25 text file.

c. D furnished subsequent io the international filing date for the purposes of international search only:

I:’ in the form of an Annax C/ST.25 taxi fila {(Rule 13ter.1(a)).

I:' on paper or in the form of an image file (Rule 13ter.1(b) and Adminisirative Instructions, Section 713).

2. |:| In addition, in the case that more than one version or copy of a sequence listing has been filed or furnishad, the reguired
statemants that the informatien in the subsegquent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

a Additional commenis:

Form PCTASA/210 (coniinustion of first sheet (1)) (January 2015}
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INTERNATIONAL SEARCH REPORT

JP 2024-526202 A 2024.7.17

International application No

ADD,

PCT/EP2022/067073
A. CLASSIFICATION OF SUBJECT MATTER
INV. A61KS/00 AGLIRS/127 R61K9/51 AG1P9/00 A61P37/06
AéE1KR47/14 A61KRA7/18 R61K47/24

According to International Palent Classification {IPC) or to both national dlassification and IPC

B. FIELDS SEARCHED

A61K A61P

Minimum documentation acarched (classification system followed by classification aymbols)

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

Elastronic data base sonsulted during the international search (name of data base and, where practicable, search tenms used)

EPC-Internal, CHEM ABS Data, EMBASE, WPI Data, BICSIS, FSTA

C. DOCUMENTS CONSIDERED TO EE RELEVANT

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

Relevant o daim No.

23 April 2009 (2009-04-23)
paragraph [0054]

page 1-; claims 1-16
paragraph [0001]

QAR [US]; RYAN RCBERT O [US])
30 Decembar 200% (2009-12-30)
claims 1-26

29 Cckcker 2020 (2020-10-29)
claims 1-22
page 2, paragraph 3

—f—

X WO 20097051451 R2 (KOREA ADVANCED INST SCT 1-40
& TECH [KR]; PARK TAE-GWAN [KR] ET AL.)

X WO 2009/158678 Al (CHILDRENS HOSP & RES CT 1-40

x WO 2020/219833 Al (UNIV NORTHWESTERN [US]) 1-40

E Further documents are listed Inthe cantinuation of Bax G.

‘I‘ See patent family annex.

* Special categories of cited documenta :

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

"E" earlier application or patent but published on or after the international
filing date

"L" documani which may throw doubts an priarity claim{s) ar which is
cited to establish the publication date of another citation or other
special reason (as specified)

"0" document raferring to an oral disclosure, use, exhibition or other
means

"P" document published prior i the international filing daie but later than
the priority date claimed

e

e

e

later document published after the intarnational filing date or priority
data and not in conflict with tha application but cited to understand
the principle or theory underlying the invention

documant of particular ralevance;; the claimed invention cannot be
considered novel or canmot be considered to involve an inventive
stap whan the dacumant is taken alone

document of particular relevance;; the claimed invention cannot be
cansidered 1o involve an inventive step when the document is
combined wiilh one or more other such documents, such combination
being obvious ko a person shkilled in 1hs art

document member of the same patert family

Date of the actual completion of the international search

15 September 2022

Date of mailing of ihe imernational search reporl

22/09/2022

Nama and mailing addrass of the ISA/
Europaan Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040,
Fax: (+31-70) 340-3016

Authorizad officer

8chiile, Stefanie

Form PCTASA/210 (second sheet) (Apr 2005)

page 1 of 2

10

20

30

40

50



(73)
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International application No
BCT/EP2022/067073
C({Continuation). DOCUMENTS CONSIDERED TO BE RELEYANT
Category* | Cltatlon of document, with Indicatlon, where appropriate, of the relevant passages Relevan to clalm No.
X WO 2010/088537 A2 (ALNYLAM PHARMACEUTICALS 1-40
INC [US]; AKINC AKIN [US] ET AL.)
5 RAugust 2010 {2010-08-05)
claims 1-37
X WO 2020/206231 Rl (PREC BIOSCIENCES INC 1-40
[US]) 8 Octcbar 2020 (2020-10-08)
claims
examples 1-7
Y WO 2004/050062 A2 (BRNI NEURCSCIENCES INST 1-40
[US]) 17 June 2004 (2004-06-17)
claims 1-41
Form PCTASA/210 (cortinuation of second sheer) (Aprll 2005
page 2 of 2
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INTERNATIOCNAL SEARCH REPORT - —
International application No
Information on patent famlly members
PCT/EP2022/067073
Patent document Publication Patent family Publication

citad in search repert date member(s} dats

WO 2009051451 A2 23-04-2009%9 CN 101903018 A 01-12-2010
EP 2217221 A2 18-08-2010
JP 5336500 B2 06-11-2013
JP 2011500671 A 06-01-2011
KR 20100085079 A 28-07-2010
us 2010297242 Al 25=-11-2010
wo 2009051451 A2 23-04-200%

WO 20091586738 Al 30-12-2009 us 2011237435 Al 29-09-2011
WO 2009158678 Al 30=-12-200%

WD 2020219833 Al 29-10-2020 AU 2020261414 Al 04-11-2021
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