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%8 siRNAEEFIDpsi-CHECKA > # —%4 v ME#HA 7 ) —= 7 ORE

sSIRNABEA1K | 27 HsiRNATR EE COBERBE{EFmRNA(GSCM) DB LR H 20 £ CEHE)

DFE 20nM 6.6667TnM | 2.2222nM | 0.7407nM | 0.2469nM | 0.0823nM
TRD008002 |6.4% 5.9% 6.5% 7.8% 9.7% 15.0%
TRDO08003 | 3.9% 3.4% 3.8% 4.1% 5.1% 9.2%
TRD008004 |5.4% 4.9% 4.0% 5.6% 6.8% 17.5%
TRD008005 | 5.5% 3.7% 3.7% 5.0% 5.5% 12.7%
TRDO08006 |4.2% 3.1% 3.3% 3.8% 5.7% 10.6%

TRD008024 | 26.91% 20.16% 18.02% 16.21% 17.50% 25.18%

TRD008025 | 24.41% 21.09% 22.0T% 18.86% 20.28% 29.57%

TRD008026 | 10.66% 10.26% 9.51% 11.47% 15.20% 24.28%

TRDO08027 | 20.33% 15.44% 15.61% 14.39% 15.31% 27.01%

R 71 BsiRNAJE E TOERB{sTFmRNA(GSCM) DR H AT E

sIRNAFRS 1K GSCM 1Cf&
o | YECPEE) .
DOFE (nM)
0.0274nM | 0.0091nM | 0.0030nM |0.0010nM | 0.0003nM

TRDO0B00Z | 34.7% 74.2% 93.6% 98.7% 93.7% 0.0179
TRD008003 | 20.2% 54.0% 77.3% 96.3% 88.0% 0.0099
TRD008004 | 38.0% 73.3% 97.3% 102.2% 84.5% 0.0196
TRD008005 | 33.6% 69.4% 112.9% 124.6% 103.1% 0.0157
TRD008006 | 23.5% 51.2% 75.9% 89.2% 88.7% 0.0093

TRD008024 | 44.20% 71.85% 99.14% 95.71% 100.03% 0.0204

TRD008025 | 48.80% 88.00% 100.83% 98.83% 100.45% 0.0267

TRD008026 | 49.72% 99.29% 103.55% 104.57% 100.83% 0.0288

Oooooooog

TRDO08027 | 47.05% 81.86% 114.93% 122.14% 100.28% 0.0238
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#9 Taqgman774<—OEE

77 A v—OL%H 77 A <= —DfF|

hFXI—PF TTTGCTGGGAGAGGGTGTTG
hFXI—PR TACAAACACCAAGCCCCTTCA
hFXI—P CCAGCATGCTTCCTCCACAGTAACACG

hANG3—PF1—MGB

TTACTGGCAATGTCCCCAATG

hANG3—PR1—MGB

TGAAGTGTCCTTTTGCTTTGTGA

hANG3—P1—MGB

ACAAAGATTTGGTGTTTTC

hMARC1—PF

GCTCAGGAGGATGGTTGTGTAGT

hMARC1—PR

GAAGGAGCACTCCGTCATTAGC

hMARC1—P

CCCTGGATCCTTGCCATTCCCCTC

hGAPDH—PF1—MGB

GACCCCTTCATTGACCTCAACTAC

hGAPDH—PR1—MGB

TTGACGGTGCCATGGAATTT

hGAPDH—P1—MGB

TTACATGTTCCAATATGATTCC
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#10 PHHAIAIZ 3517 2 sIRNA D% Fi BkliatE
SIRNARIAE | 72 2 siRNAR EE COEREEFoRNAPHH) DR BRAHF T 2R S IC 5 fiEi{n
DEF 10nM 2nM 0.4nM  [0.08nM | 0.016nM  |0.00320M [ 0.00064nM M)
TRDO0SO02 |16.61% |23.16% |34.70% |38.35% |52.77%  |91.37% 105.17% 0.0295
TRDOOS003 [19.15% |25.65% |39.67% |42.81% |55.62%  |80.31% 91.47% 0.0465
TRDO08004 [4.27%  |6.24% |7.34% |15.42% |4L.23%  |68.30% 81.65% 0.0098
TRDOOS005 |5.85% |5.66% |8.71% |24.52% |47.34%  |88.18% 84.60% 0.0176
TRDOOSO0O6 [6.52% |5.99% |8.44% |10.76% |33.06% 58.39% 63.74% 0.0066
TRDO0S024 [12.72% |8.30%  |8.86% |9.68% |19.98% 36.58% 65.77% 0.0015
TRDO0S0Z5 [9.63%  [9.62%  |9.93%  |20.08% |28.44% 38.41% 55.92% 0.0011
TRDO0S026 |7.44% |9.15%  |10.37% |15.5% |33.72% 53.33% 68.26% 0.0044
oooooo
ooooao
#11 PHHAINIZ B 1T 5 siRNA O £ H EINHNGHE
GRNAEA B7r HsiRNATE EETOMARC1 mRNAPHH) 3% 3.4 8] 1Coi
e B 5 RO (M)

bnM 0.63nM |0.078nM  [0.0098nM 0.0012nM
TRD6233 h.70% |6.45% ND 44.32% 76.77% 0.0074
TRD6238 6.46% 12.07% 29.28% 63.63% 118.05% 0.0186
TRD6253 7.90% 12.13% 33.85% 56.02% 65.52% 0.0206
oooooao
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#12 IATagqman7on—7F7FI7 4 +v—OFE=

T ~w—DHH

77 A = — D

mkFXI—-V1—PF1

CTGGATATTGTTGCTGTGAAAGGT

mkFXI—-V1—PR1

CCTTCGTTGCAAGATGCTTGA

mkFXI—-V1—P1

CTGTGCACCAATGCCGTCCGC

mkGAPDH—PF1—MGB

AGTCAGCCGCATTTTCTCTTG

mkGAPDH—PR1—-MGB

AAATCCGTTGACTCCGACCTT

mkGAPDH—P1—MGB

ATCGCCAGCGCATC
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#13 PCHIZ BT 5siRNADE M EMNHITEH:

GRNATES )Ef.ﬁZ)siRNA%E'(“0)?%B‘Jiﬁfﬁ?‘mRNA(HCH)@%ﬁu%ﬂﬁﬁ}$(ilzﬁSfﬁ 1Cufil
roEs 10nM  [20M [0.4nM  |0.08nM [0.016nM [0.0032nM  |0.00064nM (H)
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INTERNATIONAL SEARCH REPORT

JP 2024-524330 A 2024.7.5

Tnternational application No.
PCT/CN2022/103275

A, CLASSIFICATION OF SUBJECT MATTER

CL2N L5/113(2010.01)i; AGLK 47/54(2017.01); A61K 31/713(2006.01)i; AG6LP 1/16(2006.01)

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

C12N; A61K; AGIP

Minimwmn documentation searched (classification system followed by classification symbols)

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

T FHE T siRNA; GalNac; linker; liver target

Electronic data base consulted during the international search (name of data base and, where practicable, search terms nsed)
CNABS; CNTXT; DWPI; SIPOABS; $TNext; CNKI; IST Web of Science: &5, F¥HRER &Y, M EEE Y, B8, &

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

X CN 105392488 A (ISIS PHARMACEUTICALS INC.} 0% March 2016 (2016-03-09) 1-30
description, paragraphs 0043 and 0420-0438, and abstract

claims 32 and 63 and abstract

X CN 107250362 A (ALNYLAM PHARMACEUTICALS INC.) 13 QOctober 2017 (2017-10-13) 1-30

(2019-06-06)
claim 35 and abstract

X W0 2019105418 Al (SUZHOU RIBCO LIFE SCIENCE CO., LTD.} 06 June 2019 1-30

Y CN 105392488 A (ISIS PHARMACEUTICALS INC.} 0% March 2016 (2016-03-09) 1-30
description, paragraphs 0043 and 0420-0438, and abstract

claims 32 and 63 and abstract

Y CN 107250362 A (ALNYLAM PHARMACEUTICALS INC.) 13 October 2017 (2017-10-13) 1-30

(2019-06-06)
claim 35 and abstract

Y W0 2019105418 Al (SUZHOU RIBO LIFE SCIENCE CO., LTD.) 06 June 2019 1-30

(2018-12-21})
claims 1-3 and abstract

Y CN 109069529 A (ARROWHEAD PHARMACEUTICALS INC.) 21 December 2018 1-30

Further documents are listed in the continmation of Box C.

See patent famnily annex.

#  Special categories of cited documents:
“A™ document defining the genaral state of the art which is not considered
ta be of particular relevance
«g= earlier application ot patent but published on or after the international
filing date
“L» document which may throw doubts on priority claimgs) or which is
cited to establish the publication date of another citatien or cther
special reason {as specified)
“{)” document referring to an oral disclosure, use, exhibidon or other
means
P documnent published prior to the international filing date but later than
the priority date claimet

T later document published &fter the internaticnal filing date or pricrity
date and not in conflict with the application but cited to understand the
principle or theory nnderlying the invention

«x» document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

“y* document of partieuler relevance; the claimed invention cannot be
considered to involve zn inventive step Wl the document is
combined with cne or mere other such decuments, such combination
being obvious to a person skilled in the art

“&= document member of the same patent family

Date of the actual completion of the international search

20 September 2022

Date of mailing of the international search report

29 September 2022

Name and mailing address of the ISA/CN

China National Intellectual Property Administration (ISA/
CN)

No. 6, Xitucheng Road, Jimengiao, Haidian District, Beijing
100088, China

Facsimile No. (86-10)62019451

Authorized officer

Telephone No.

Form PCT/ISA210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.

PCT/CN2022/103275

C. DOCUMENTS CONSIDERED TO BE RELEVANT

entire document

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A WO 2015179693 Al (ISIS PHARMACEUTICALS INC.) 26 November 2015 (2015-11-26) 1-30
entire document
A CN 112390835 A (SUZHOU RIBO LIFE SCIENCE CO., LTD.) 23 February 2021 1-30
(2021-02-23)
entire document
A CN 110959011 A (SUZHOU RIBO LIFE SCIENCE CO., LTD.) 03 April 2020 (2020-04-03) 1-30

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2022/103275
Box No. I Ohservations where certain claims were found unsearchable (Continunation 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:

L. Claims Nos.; 20
because they relate to subject matter not required to be searched by this Authority, namely:

[1] Claim 29 relates to a method for inhibiting mRNA expression in a patient or delivering an expression-
irthibiting oligomeric compound to a liver in vivo, and thus does not comply with PCT Rule 39.1(iv).
A search was conducted on the basis that the title of the subject matter is a use of the nucleic acid
ligand conjugate according to any one of claims 21-25, or the RNAi reagent according to claim 26, or
the composition according to claim 27 in the preparation of a dmg for treating diseases of a patient.

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:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (continuation of first sheet) (Tannary 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
Information on patent family members PCT/CN202103275
citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)
CN 105392488 A 09 March 2016 MX 2019010441 A 17 October 2019
IL 261901 A 31 October 2018
RU 2019124314 A 21 Auvgnst 2019
us 2016076032 Al 17 March 2016
RS 60706 Bl 30 October 2020
w0 2014179620 Al 06 November 2014
EA 201891479 Al 30 November 2018
p 2016526874 A 08 September 2016
JP 2020058370 A 16 April 2020
ES 278442 T3 10 August 2020
KR 20190084138 A 15 Tuly 2019
IL 263843 A 31 Jannary 2019
Jp 2016523515 A 12 Aungust 2016
IL 242124 B 28 February 2019
HR P20201378 Tl 27 November 2020
AU 2017200365 Al 23 February 2017
HU E050394 T2 30 November 2020
JP 2021020001 A 18 February 2021
us 2018273653 Al 27 September 2018
EP 2091656 A2 09 March 2016
EP 3633039 Al 08 April 2020
uUs 2016017323 Al 21 Janwary 2016
us 2015176007 Al 25 June 2015
Al 2001259750 Al 14 Febmary 2002
Al 2014259759 Al 22 Qctober 2015
uUs 2021395734 Al 23 December 2021
us 2021130823 Al 06 May 2021
PT 2992098 T 05 July 2019
IL 242132 B 31 October 2018
L 274064 A 30 June 2020
CN 103378083 A 02 March 2016
LT 2992008 T 10 July 2019
AlT 2014259757 Al 22 Qctober 2015
CA 2921162 Al 06 November 2014
HK 1221404 Al 02 Jone 2017
UA 120287 C2 11 November 2019
L 264241 A 28 Febrary 2019
us 2018273652 Al 27 September 2018
JP 2020039355 A 19 March 2020
AU 2022202770 Al 19 May 2022
AU 2020207820 Al 06 August 2020
KR 20210151260 A 13 December 2021
MY 178929 A 23 October 2020
us 2020224198 Al 16 July 2020
AU 2014259755 Al 232 Qctober 2015
uUs 2016076030 Al 17 March 2016
PT 3524680 T 04 Janvary 2021
AU 2019200820 Al 28 February 2019
ES 2819213 T3 15 April 2021
CR 20190269 A 13 September 2019

Form PCT/ISA/210 (patent family annex) (January 20135)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
Information on patent family members PCT/CN202103275
citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)
CN 107250362 A 13 October 2017 us 11408001 BL 09 August 2022
us 2020199591 Al 25 June 2020
HK 1244843 Al 17 August 2018
us 2020080088 Al 12 March 2020
JP 2020141685 A 10 September 2020
wQO 2016081444 Al 26 May 2016
AU 2021212094 Al 26 August 2021
JP 2017535552 A 30 November 2017
AU 2015350120 Al 18 May 2017
EP 3221451 Al 27 September 2017
us 2021108203 Al 15 April 2021
CN 113846101 A 28 December 2021
us 2017260527 Al 14 September 2017
CA 2968114 Al 26 May 2016
WO 2019105418 Al 06 June 2019 CN 110997919 A 10 April 2020
KR 20200091414 A 30 July 2020
EP 3719128 Al 07 October 2020
CA 3083968 Al 06 June 2019
™ 201925469 A 01 July 2019
us 2022049249 Al 17 Febmary 2022
JP 2021504415 A 15 Febmary 2021
AU 2018374219 Al 21 May 2020
CN 109069529 A 21 December 2018 EP 3426261 Al 16 Jannary 2019
us 2021189394 Al 24 June 2021
BR 112018068230 A2 30 July 2019
AU 2017229469 Al 09 August 2018
uUs 2019211333 Al 11 July 2019
KR 20220005633 A 13 Janwary 2022
W 202203972 A 01 February 2022
w0 2017156012 Al 14 September 2017
JP 2022023242 A 07 February 2022
KR 20180121925 A 09 November 2018
IL 261598 A 31 October 2018
CA 3011946 Al 14 September 2017
us 2017253875 Al 07 September 2017
IP 2019511491 A 25 April 2019
™ 201735953 A 16 October 2017
IL 2388341 A 01 Janwary 2022
uy 37146 A 29 September 2017
MX 20180098354 A (2 Novernber 2018
N 113797348 A 17 December 2021
WO 2015179693 Al 26 November 2015 uUs 2017355727 Al 14 December 2017
uUs 2021054017 Al 25 February 2021
CN 112390835 A 23 February 2021 None
CN 110959011 A 03 April 2020 AU 2018394875 Al 09 April 2020
W 201929905 A 01 Angust 2019
JP 2021509402 A 25 March 2021
us 2020338201 Al 29 Qctober 2020
CA 3087106 Al 04 Tuly 2019

Form PCT/ISA/210 (patent family annex) (January 20135)
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Tnternational application No.
Information on patent family members
fon onp ¥ PCT/CN2022/103275
Patent docurmnent Publication date . Publication date
cited in search report (day/month/year) Patent family member(s) (day/month/year)
ZA 202003833 B 26 Janwary 2022
KR 20200105812 A 09 September 2020
EP 3732185 Al 04 November 2020
RU 2020121741 A 01 February 2022
WO 2019128611 Al 04 Tuly 2019

Form PCT/ISA/210 (patent family annex) (January 20135)
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EFs R & i g
PCT/(N2022/103275

A E b
C12N 15/113(2010.01)i; A61K 47/54(2017.01}i; ABLK 31/713(2006.01)i; A61P 1/16(2006.01)1

1518 B 5 )52 (1IPC) Bl 3 IR i 8 Bl 5 4 2R AN TPC W o3 2

B. i

R AR XE U T A KR 2E5)
CI2N: A61K: ABIP

AETERRIE T MR RRRE TR LA A% 0

7 [ e 3 e R T o T R (B R R, BRI RA D )

CNABS; CNTXT; DWPL; SIPOABS; STNext; CNKI; ISI Web of Science:Bé4xd: LMMEFAEM: HMBHESML B
By E#ET, FFEEFA,; siRNA: GalNac; linker; liver target

C. MEEXH
Rt SIS, SR, dEAAAEocERE BRI R
X CN 105392488 A (ISISHIZAF) 20164E3H9H (2016 - 03 - 09) 1-30
AR R 50043, 0420-04388F, J¥E
X CN 107250362 A (F/RJBREEZAFHAR) 2017FE10H13H (2017 - 10 - 13) 1-30
BAERS2, 63, HE
X W0 2019105418 A1l (FRAIEEEMREAERAF) 20196 460 (2019 - 06 - 06) 1-30
RAE K35, B
Y CN 105392488 A (ISISHIZHAR]) 20164E3H9H (2016 - 03 - 09) 1-30
YLAE 5850043, 0420-0438F%, HE
Y CN 107250362 A (FU/RERMEZRAHRAT) 2017E10H135 (2017 - 10 - 13) 1-30
WAESRI2, 63, WE
Y WO 2019105418 Al GRMEHEEMERETRAS) 2019F6H6H (2019 - 06 - 06) 1-30
AR, HE
Y CN 109069529 A (FFk#lrft& FRAE) 20184E12521H (2018 - 12 - 21) 1-30
WAERL-3, HE
A WO 2015179693 Al (ISIS PHARMACEUTICALS, INC.) 2015#F11H26H (2015 - 11 - 26) 1-30
Eo's
ﬁéﬁ’ﬁ#&@&ﬁ@ﬁﬂ@lﬁin PANG b= A
*  H[HEIHR AR, wre JERERRFAN B2 S8, 5REAMEA, B4 T HE
“A7 AAMSRIRER RS TIAE AR — BRI ﬁ%%ﬁi&ﬁﬁ%ﬂ&ﬁ&ﬁfﬁ_ﬁ . )
«pr FEERFHEEN SRR EAMES HiEREA “xv g%@%ﬁﬁg@ﬁégﬁﬁﬁiﬁ- WEEKRPHEHFR
“L* Al SRR LA B R B BERY , A —RIHX . .
g sy dRRliER S, HEd SR —EEEEEEEtE S
%;ﬁmgwg%mﬁgﬁgkﬁﬁmmg%@iﬁ GRAE ﬂigg‘gwmﬁﬁﬁ*m*ﬂﬁgm 2 GupafEu
“gv BROKAT. WA, ERRLMARAFHLH .., At aHelEt
apr HAF A TR o R SR FHER AL 2 &7 BRI
Bt % L skt A #1 H et i i g H
202249 H 20H 20224E9 H29H
TSA/CNIF) SRR FIHL & Stk FHER
o B E F A0S (ISA/CN) kA
o E AL R TR R # T 1A LGS 100088
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