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INTERNATIONAL SEARCH REFORT Intemational application No.
PCTHIS22/14782

A, CLASSIFICATION OF SUBJECT MATTER
IPC - AgiK 39/305; AB1P 35/04 (2022.01}

AS1K 39/395; AG1P 35/04
CPC -

According to International Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED i

Minimum documentation searched (classification systemn foliowed by classification symbols)
Saa Search Histery document ’

Dogumentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Sea Search History document

Electronic data base consulted doring the international search (name of data base and, where practicahle, search terms used)
Ses Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y WO 2020/198531 A2 (THE REGENTS OF THFE UNIVERSITY OF CALIFORNIA) G1 Octoher 1-54, 554, 55B, 56-73
2020; paragraphs [0004]-[0007], [J009]-[0G10], [0012]-[0014], [0016], [0¢83], [0093]-[0084],
[00136], [D0157], [00186)-{00188]; SEQ ID NO: 21, 24, 27, 28

Y (JAMIESON, CA) Targsting WNT5A-Madlated Therapy Resistance Mechanisms and Tumor 1-54, 554, 55B, 56-73
Genomic Heterogenelty In Lethal Bone Matastatic Prostrate Cancer. 01 October 2020 [retrieved
on 2025-05-05]. Retrieved from the internet URL: https-/apps.dtic. mil/sti/citations/AD1 124973,

abstract
Y WO 2017/050548 A1 (GENOMEDX BIOSCIENCES, INC) 13 April 2017; abstract; paragraphs | 30-31, 66-67
[0002), [000€], [0018], [0028], [00477]
Y WO 2018/183263 A1 (GENMAB A/S) 26 Septernber 2018; abstract 35-37, T1-73
D Fuorther documents are listed in the continoation of Box C. D See patent family anngx,
* Special categories of cited documents: “T" later document published after the international filing date or priority
“A"  dogument defining the general state of the art which is not considered date and not is conflict with the application but cited to understand
to be of particular relevance the principle or theory undertying the invention
“D"  document cited by the applicant in the international application X" ducurgentd of pm]-uculnr relevance; the claimed llnvenmn cannm 'De
aqan censidered navel or cannot b lered to involve an iy
B §u1:rl‘|§rd$phcmmn or patent but published on or after the intemational when the documment is taken alonie it
“L"  document which may throw doubts on priority claim{s) or which “Y¥" document of particular relevance; the claimed invention cannot
is cited to establish the publication dlate of another citation or other be considered o invalve an inventive step when the document is
special reason (as specifiad) cotibined with ene or more other such docunsents, such combination
“O" docuruent referring to an oral disclosure, use, sxhibitionor other means being obvions to a person skilled in the art

“P"  document published prior to the international fiting date but later lhﬂn “&"  document member of the same patent family
the priority date claimed )

Date of the actual completion of the intemational search Date of mailing of the international search report

18 June 2022 {18.06.2022) JUL 1 8 zuzz

Name and mailing address of the 1ISA/US ‘Atthorized officer

Mail Stap PCT, Attn: ISA/US, Commissicner for Patents Shane Thomas

P.O. Box 1458, Alexandria, Virginia 22313-1450

Facsimile No. §74. Telephone No. PCT Helpdesk: 571-272-4300
571-273-8300
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INTERNATIONAL SEARCH REPORT " [ International application No,
PCTAUS22/14792

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

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international 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 C/ST2S text file.
I:[ on paper or in the form of an image file.

b. |:| fornished together with the international application vader PCT Rule 13ter 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

<. D furnished subsequent to the international filing date for the purposes of intemational search only:
D in the form of an Annex C/ST.25 text file (Rule 13ser1(a)).
D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative insl.rucﬁuns, Section 713).
In addition, in the case that more then one version or copy of a sequence listing has been flled or firnished, the required

2,
D statements that the information ir the subsequent 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.

3. Additional comments:
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US22/14752

Box No. 1T Observatlons where certain claims were found unsearchable (Continnation of item 2 of first sheet)

This internationai search repott has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to he searched by this Authority, namely:

2. El Claims Nos.: .
becanse they relate to parts of the international application that do not comply with the prescribed requirenients to such an
extent that no meaningful international search can be carried out, speciGically:

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

Box No. IIT  Observations where urity of invention is lacking (Continuation of item 3 of frst sheet)

This International Searching Authority fourtd multipte inventions in this international application, as follows:
-**-Please See Suppiemental 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
cnly those claims for which fees were paid, specifically ¢laims Nos.:

4, m Mo required additional search fees were timely paid by the applicant, Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
Groups I+, clalms 1-73; SEQ ID NCs: 43-48

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 accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REPORT Trtemational application No.

PCT/US22/14792

-**-Continued From Box Ne. [ll: Cbsetvations where unity of invention Is lacking-***-

This applicetion contalns the fallowing inventions or groups of inventions which are not so linked as to form a singla general inventive
cancept under PCT Rule 13.1. In order for all inventions to be examinad, the approprate additional examination fees must be paid.

Groups I+, 1-73, SEQ ID NO: 43 {LGDR1), SEQ ID NO: 44 (LCDR2), SEQ ID NO: 45 (LCDR3), SEQ ID NO: 46 (HCDR1), SEQ 1D NO:
47 (HCDRz2), 8EQ ID NO: 48 (HCDR3}, are directad o methoeds of using cells that express a ROR-1-specific Chimerle Antlgen Receptar
for the treatment of neurcendocrine cancer,

The methods of Claims 1, 2 (in-part), 3-38, 39 (in-part), 40-73 are bellevex to encompass the first named invention of Groups I+ and ara
the clalms that will be searched e the extent that they comprise an anfigen-binding domain encompassing SEQ ID NOs: 43-45 (first
exemplary LCDR sequences) and SEQ [D NOs: 4648 (first exemplary HCDR sequences).

Applicant is invited to elect additlonal sets of CDRs, with specified SEQ ID NO: far aach, to be searched, Additional sequence(s) will be
searched upon the payment of additional fees. Applicants must spaclfy the searchable claims that encompass any additionally elected

saquance(s). Applicants must further indicate, if applicable, the clalms which encompass the first named Invention, ¥f different than what
wag indlcated above for this group. Failure to clearly identify how any paid edditional invention fees are to be applied to the "+ group(s)

NO: 50 {LCDR2), SEQ ID NO; 51 (LCDR3), SEQ 1D NO: 52 (RCDR1}, SEQ ID NO: 53 (HCDR2), SEQ 1D NC: 54 (HCDR3).

The inventions listed as Groups I+ do not relate to a single general lnventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

No technical features are shared between the COR sequences of Groups |+ and, accordingly, these groups lack unlty a priori.

Additionally. even If Groups I ware considered to ghara the tachnical features Including: a method of treating a neurcendocring cancer
in a subject in need thereof, and method of preventing or treating metastasls In a subject with a neuroendocrine cancer, whereln the
methods comprise administering to the subject an effective amount of a cell that expresses a chimeric antigen receptor (CAR)
comprising 2 ROR-1-binding antibody reglon; thesa shared tachnical features are previously disclosed by WO 2020/198531 A2 to THE
REGENTS OF THE UNIVERSITY QF CALIFORNIA {hereinafter “California™) in view of the publication anfitied “Targeting
WNTS5A-Mediated Therapy Reslstance Mechanisms and Tumor Genomic Heterogenaity in Lethal Bone Matastatic Prostrate Cancer” by
Jamiesch (hereinafter “Jamieson™).

California discloses a method of treating a cancer in a subject in need thereof (a method of treating cancer in an individual in need
theraof; paragraph [0(14]), whereln the methed comprises administering to the subject an effective amount of a csll that expresses a
chimeric antigen receptor, CAR, comprising a ROR-1-binding antibody region {administettng to the individual a composition comprising
cells expressing & chimeric antigen receptor that binds to ROR-1; paragraphs [0010]-[¢014]}. Callforta does nat specifically disclose a
neuroendocrine cancer, and a method of treating metastasis in a subject with cancer. Jamieson discloses that metastatic castration
resistant neuroendocrine prestate cancer expresses ROR1 at high levels {(abstract). It would have been obvious to a person of ordinary
skillin the art, at the tima of the invantion, to have modified the disclosures of California to Incorporate treating neuroendocrine cancer,
induding metastatic neuroendocrine cancer, as taught by Jarniesen, as California discloses a CAR cell that binds to ROR-1, Jamieson
discioges a form of metastatic neurcendocrine cancer that expressas high lavels of ROR-1, end this combination would provide a
treatment for a cancer in high nesd of new effective treatments,

Since none of the spacial technical features of the Groups 1+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the combination of the California and Jamieson references, unity of invention is
lacking.

will result in only the first cdlaimed inventlon o be searched/examined. An axamplary alaction would be SEQ ID NO: 49 (LCDR1), SEQ D

Ferm PCT/ISA/210 (extra sheet) (July 2019)
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