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INTERNATIONAL SEARCH REFORT Intemational application No.

PCT/JS21/57150

A. CLASSIFICATION OF SUBJECT MATTER
IPC - Ag1K 39/305; COTK 16/18; AG1P 25/00; AG1P 25/28 (2021.01)

cPC AB1K 39/3955; COTX 16/18; AG1P 25/00; AG1K 30/0007; AB1P 25/28; AG1K 2039/505; CO7K 2317/565; CO7K 2317/56; CO7K
T 231776

According to Intemarnional Patent Classification {IPC} or to both national classification and [PC
B. FIELDS SEARCHED

Minimum documentation searched (classilication system followed by classification symbols)
Sea Search History document

Documentation searched other than minimum decumeniation 1o the extent that such documents are included in the fields searched
See Search History document

Electronic dava base consulied during the intermational search {name of daia base and, where practicable, search terms us.ed)
$Ses Search History document

€. DOCUMENTS CONSIDERED TQ BE RELEVANT

2017; paragraphs (6070}, [0074), [0080), [00113], [00138), [00233)

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2016/0251418 A1 (PROTHENA BIOSCIENCES LIMITED) 01 September 2016; paragraphs | 1-6, 7/1-7/8, 13, 1713,
— {0008), [0012], [0020]-{0022], [0025), [0108], [0116), [0121), [0125], [0171), [0174], [(187], 19-26, 27119-27/26, 2,
Y [6192], [0200)-10201], [0281)-{0282], [0288), [0315], [G334]; {able 4 33, 38/29, 36/33, 53-69
9-12, 14-18, 17/9-1712,
17H4-17416, 30-32,
34-37, 38/30-38/32,
38/34-38/37, 40-51,
60-85

Y WO 2018/007924 A2 (PROTHENA BICSCIENCES LIMITED) 11 January 2018; paragraph 29-38

[00318])
Y WO 2017148880 A1 (UNIVERSITY OF TENNESSEE RESEARCH FOUNDATION} 31 August | 9-12, 17/9-17/12, 40-51

14-18, 1714-17116

[0012], [0014}, [0055], [0061], 10126], [0129]

Y US 2017/0029817 A1 (ALNYLAM PHARMACEUTICALS, INC.) 02 February 2017; paragraphs
[0013], [0048], [0496]
Y WO 2019/067872 A1 {INTELLIA THERAPEUTICS, INC.) 04 April 2019; paragraphs 30-32, 34-37,
[00112)-{00413] 38/30-38/32, 3634-38/37
Y US 2019/0162724 A1 (ALNYLAM PHARMACEUTICALS, INC.) 30 May 2019; paragraphs 60-76, 94/60-94/76,

95/60-95/76

m Further documents are listed in the continuation of Box C.

I:I See patent family annex.

M Speclal carepories uf' cited documents:

A defini } state of the art which is not considered
i be af particulart relevanoe

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

“E"  earlier application of paient but published on or afier the internatioral
filing date

“L” document which may throw doubts on priority claim(s) or which
is cited (o establish the ubhcanon date of another citation or other
special reasen (as specified

“Q"  document refercing to anoral disclosure, use, exhibition or olher means

“P"  document publishel prio to the international filing date but later than
the priority date claimed

“T"  later document published after the international filing date or pricrity
date and not in conflict with the application but cited to undersiand
the principle ar theery underlying the invention

"X document of particular relevance; the claimed invention cannot be
considered navel or cannot be ¢ d 1o involve an step
when the document is taken along

“¥" document of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the document ig
combined with one or more other such documents, sugh combination
being obvious to a person skilled in the an

“&" document member of the same patent family

Date of the actual completion of the international search

06 March 2022 (06.03.2022)

Date of mailing of the intemational search report

MAR 22 2022

Name and mailing address of the [SA/US

Mail Siop'PCT. Attn: ISA/US, Commissionar far Patents
P.0. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571.273-3300

Authorized officer
Shane Thamas

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2019)
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INTERNATIONAL SEARCH REPCORT Intemational application Ne.

PCTAIS21/57150

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory*

Rel L to claim No.

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

US 2018/0038745 A1 (THE TRUSTEES OF COLUMBIA UNIVERSITY IN THE CITY OF NEW
YORK) 07 February 2019; paragraphs [0315], [0030], [0141]

77-93, 84/77-94/93,
95/77-95/93

Form PCTJ[SA.QVIO {continuation of second sheet) (July 2019)
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US21/57 150

Box No. I Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

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

L. El Claims Nos.:

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

2. I:' Claims Mos.:

because they relate to parts of the intemational application that do not comply with the prescribed requirements to sych an
extent thal no meaningful intemational search can be carried oul, specifically:

3. E Claims Nos.: 8, 18, 28, 39, 52, 99-112
because they are dependent ¢laims and are not drafied 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 item 3 of first sheert)

This Intemational Searching Authority found multiple inventions in this international application, as follows:
-"**.Plaase See Supplemental Page-***-

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.

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

4. No required adctional search fees were timely paid by the applicant. Consequently, this infernational search report is restricted
to the mvention first mentioned in the claims; it is covered by claims Nos..
Group |, Claims 1-7, 9-17, 18-27, 29-38B, 40-51, 53-95

Remark on Protest I:l 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 accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limil specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/1SA210 (continuation of first sheet (2)) (July 2019)
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US21/57150

-***-Continued Froim Box No. lil: Observations where unity of Invention is lacking-*"*-

This application contains the following inventions or groups of invenlions which are not so linked as to form a single general inventive
coneapt under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination feas must be paid.

Group I, Clairns 1.7, 9-17, 19-27, 29-38, 40-51, 53-95 are directad towanrds melhods of treating amyloid transthyretin amyloidesls using
an antibody.

Group I, Claims B6-98 are diracted 1 ds methods of ing heart failure in a subject with ATTR amyloidosis using en antibody.

The inventions listed as Groups | and |l do not ralale to 3 gingla general invantive concept under PCT Rute 13.1 becauss, under PCT
Rule 13.2, they lack the same or comresponding special technical features for the following reasons: the spacial technical features of
Group | include reducing GLS in a subject, not present in Group II; the special technical features of Group Il include tha NYHA class
does not increase, not present in Group |.

Groups | and |l share the technical features including: administering ta a human subject in need thereof a therapeutically effective
amount of an antibody or an anligen-binding fragment thereof, wherein the anlibody or the antigan-binding fragrent thareof comprises a
heavy chain variable domain comprising complementarity determining regions “CDRs™ of SEQ ID NO: 1, SEQ ID NO: 2, and SEQ ID
NO: 3, and a light chain variable dormain comprising CDRs of SEQ ID NO: 4, SEQ ID NO: §, and SEQ ID NO: 6.

However, these shared technical leatures are praviously disclosed by US 2016/0251418 A1 (Prothena Biosciances Limited) (hereinafter
‘Prothana’).

Prothena discloses administering t6 a human subject in need thereof a therapeutically effective amount of an antibody or an
antigen-binding fragmant thereaf (administering te a subjact an effective amount of an antibody, where the subject Is a human;
paragraphs [0020], [0174], [0274]}, wherein tha antibedy or the antigan-binding fragment thereof comprises a heavy chain variable
domain comprising complementarity determining regions "“CDRs" of SEQ 1D NO: 1 (the anfibody has three heavy chain CDRs comprisas
SEQ ID NOs: 87-69, where SEQ |ID NO: t of the instant PCT application is 100% identical to SEQ D NO: 67 of the Prothena reference:;
paragraph [0006]), SEQ IO NO: 2 {lhe antibody has three heavy chain CDRs comprises SEQ ID NCs: 87-69, whera SEQ ID ND: 2 of The
instant PCT application is 100% identical to SEQ ID NO: 68 of the Prothena reference; paragraph [0006]), and SEQ ID NC: 3 (the
antibody has three heavy chain CORs comprises SEQ ID NOs: 67-69, where SEQ ID NO: 3 of the instant PCT application is 100%
idontical to SEQ 1D NO: 69 of the Prothena reference; paragraph [0006]), and a Hght chain varlabla demaln comprising CORs of SEQ ID
NQ: 4 (the antlbody has three llght chain CDRs comprises SEQ ID NOs: 77-79 whaere position L26 is S, where SEQ 1D NO: 4 of the
instant PCT application [s 100% identical to SEQ 1D NQ: 77 whaere position L26 Is S of the Prothena reference, note that position L26 is
the 26 rasidue in the light chain sequence set forth in SEQ ID NO: 70 of tha Prathena referance, where position L26 in SEQ 1D NO: 70
corasponds Lo the third residua in tha first light chain COR of SEQ 1D NC: 77 of the Prothena refarence: paragraphs [00D0E], [0109],
[0116]}, SEQ ID NO: 5 (the antibody has thrae light chain CORs comprisas SEQ 1D NOs: 77-79, whera SEQ ID NO: & of tha instant PCT
application is 100% identical fo SEQ 1D NO: 78 of the Prothena refarence; paragraph [0006]), and SEQ ID NO: 8 (the antibody has three
light chain CDRs comprises SEQ ID NOs: 77-79, where SEQ ID NO: 6 of the instant PCT application is 100% idantfcal to SEQ 1D NO:
79 of the Prothena reference; paragraph [0006]).

Since none of the special technical features of the Groups 11| inventions is found in maore than one of the inventions, and since all of the
sharad technical features are praviously disclosed by the Prothena reference, unity of invention is lacking.
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