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G BEF | EFES A P A

RPL27 1 CTGGAATTGACCGCTACCC

AR 2 CTTACACGTGGACGACCAGA

GR 3 GTGAAATGGGCAAAGGCAATAC

KILK3 4 TGAGAGAGTGGAGAGTGACAT

KILK4 5 GGAACTCTTGCCTCGTTTCT

E k NKX3.1 | 6 GAGAGAGCCTTGGCCATATTC

FKBP5 |7 GTACACAGCCAGTAGCCTAAAT

GILZ 8 GGCAAAGGAGAAGGGTAGTT

PER1 9 ATCCAGTCCAGCCTTACCTA

KLF9 10 CACCTGACCCATACTCGTTTC

SGK1 11 CAGCACAACATCCACCTT CT

HE BET | BEIES JR—RT T w—

RPL27 12 TGGGCATTAGGTGATTGTAGTT

AR 13 GCTGTACATCCGGGACTTGT

GR 14 CCCAGAGCAAATGCCATAAGA

KLK3 15 TCCAGGACAGAGTGGGTTAT

KILK4 16 GTCATAGAGCTTACTGCAGACC

bk [NKX3.1 |17 GAGAGAGCCTTGGCCATATTC

FKBP5 18 GAGAGCCATGCTCAATCTGT

GILZ 19 ACAGTCGTTGTCAGGTGAAG

PER1 20 TTGGGACATAGGAGAAGAAAGC

KLF9 21 CTGTGCTAGTGATGGCTGTT

SGK1 22 CAGGCCATACAGCATCTCATAC
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RT—qPCRDEDDT Z 4 v—E%)
fE BT | BEIEE TFIV—FKTFf=—

RPL27 1 CTGGAATTGACCGCTACCC

AR 3 CTTACACGTGGACGACCAGA

GR 3 GTGAAATGGGCAAAGGCAATAC

KLK3 4 TGAGAGAGTGGAGAGTGACAT

KLK4 5 GGAACTCTTGCCTCGTTTICT

Ehk [NKX31 |6 GAGAGAGCCTTGGCCATATTC

FKBP5 |7 GTACACAGCCAGTAGCCTAAAT

GILZ 8 GGCAAAGGAGAAGGGTAGTT

PERI1 9 ATCCAGTCCAGCCTTACCTA

KLF9 10 CACCTGACCCATACTCGTTTC

SGK1 11 CAGCACAACATCCACCTT CT

& BEF | BEIES Y)$e A S G =—

RPL27 12 TGGGCATTAGGTGATTGTAGTT

AR 13 GCTGTACATCCGGGACTTGT

GR 14 CCCAGAGCAAATGCCATAAGA

KILK3 15 TCCAGGACAGAGTGGGTTAT

KLK4 16 GTCATAGAGCTTACTGCAGACC

EF NKX3.1 | 17 GAGAGAGCCTTGGCCATATTC

FKBP5 18 GAGAGCCATGCTCAATCTGT

GILZ 19 ACAGTCGTTGTCAGGTGAAG

PER1 20 TTGGGACATAGGAGAAGAAAGC

KLF9 21 CTGTGCTAGTGATGGCTGTT

SGK1 22 CAGGCCATACAGCATCTCATAC
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INTERNATIONAL SEARCH REPORT

JP 2023-542608 A 2023.10.11

International application No.

PCT/IS 21/44255

Al

IPC -

CLASSIFICATION OF SUBJECT MATTER

AG1K 31/4745; AB1K 31/513; A61K 31/567 (2021.01)
CPC - AB1K 31/437; AB1K 31/4745; AB1K 31/505

According to International Patent Classification (IPC) or to bath naticnal classification and [PC

B.

FIELDS SEARCHED

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

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search Histery document

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
See Search History document

C. DQCUMENTS CONSIDERED TO BE RELEVANT

Catcpory* Citation of document, with indication, where appropriate, of the rel¢vant passapes Relevant to claim Mo.
Y REW et al. "Discovery of a Potent and Selective Steroidal Glucocorticold Receptor Antagonist | 1-8,10-15.17
{ORIC-101)", J. Med. Chern. 2018. 61, PP 7767-7784, espacially: abstract; pg 7767, col 1. para
2, pg 7776, Figure 13.
Y US 2018/0099940 A1 (ARVINAS INC) 12 April 2018 (12.04.2018), especially: absiract; para 1-8,10-15.17
[0019]; Shest 210, FIG. 4, formula 406).
A WO 2017/112902 A1 {ORIC PHARMACEUTICALS INC) 21 June 2017 (21.08.2017), especially: | 1-8,10-15,17
para [0011]; para [00189]; para {00199].
A ISIKBAY et al, "Glucocorticoid Re¢apior Aclivity Contributes to Resistance to Androgen- 1-8,10-1517
Targeted Therapy in Prostate Cancer”, HORM CANC, 2014. 5: pp 72-88, entire document.

|:] Further documents are kisted in the continuation of Box C.

D See patent family annex.

wpn

upm
upn

B

ugn
upr

Special categories of cited documents:

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

document cited by the applicant in the international application
earlier application or patent bui published on or afier the international
tiling dare

document which mex'v1 throw doubts on priorit)]c1 claim(s} or which
is cited ta establish the publication date of another citation or other
special reason (as specified)

document referring loan oral disclosure, use, exhibition or other means
document published prior 1o the international filing date but later than
the priority date claimed

“T"  later document published afier the international filing date or priority

date and nol in confiict with the application but cited to understand
the principte or theory underlying the invention

"X document of particular relevanee; the claimed invention cannat be

considered novel o1 cannot be considered to involve an inventive step
when the docunsent is 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 ¢r more other such d such combination
being obvious ta a person skilled in the art

“£&* document member of the same patent family

Date of the actual completion of the international search

& Dacember 2021

Date of mailing of the international search report

FEB 09 2022

Name and mailing address of the ISA/US

Mait Stop PCT, Attn: 1SA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized officer

Kari Rodriguez

Telephone No. PCT Helpdesk: 571-272-4300

Form PCTASA/210 (second sheet) (July 2019)
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INTERNATIONAL SEARCH REFORT International application No.

PCTAIS 21/44255

Box No. 1l Observations where certain elaims were found unsearchable {Continuation 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. D Claims Nos.:

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

2. D Claims Nos.:

because they relate to parts of the intemational application that do not comply with the prescribed requiremients 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).

Box No. II1  Observations where unity of invention is lacking {(Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:
(see extra sheet)

1. D As all required additional search fees were timely paid by the applicant, this intermational search report covers all searchable
claims,

2. D As alt searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

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

4, g Nao required additional search fees were limely paid by the applicant. Consequently, this intemational search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
1-8, 10-15 and 17

Remark on Protest D The sdditionai search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee weas not paid within the time limit specified in the invitation.

I:] No protest accompanied the payment of additional search foes.

Form PCT/ISAR10 (continuation of first sheet (2)) (July 2019)
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INTERNATIONAL SEARCH REPORT International application Mo,

PCT/US 21144255

--BOX Il - LACK OF UNITY-

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In arder for all inventions to be searched, the appropriate additional search fees must be paid,

Group I+: Claims 1-17 directad to a method of treating prosiate cancer in a subject in nead thereof, the methad comprising adminisiering
to the sublject a therapeutically affective amount of (i) a glucocorticoid receptor (GR) antagonist and (i} an androgen recepter (AR)
degrader. The methoad of claim 1 will be searched to the extent that il encompasses the first species of claim 1, wherein the
glucocorticoid receptor {3R) antagonist is Compound 1 indicated in daim 8. It is believed that claims 1-8, 10-16 and 17 encompass this
first narmed inverticn, and thus these claims will be searched without faa to the extent that they encompass the first species of claim 1.
Applicant is invited to elect additional compounds of Formula (1), wherain each additional compound elected will require one additional
Invention fee. Applicants must spacify tha claims that encompass any additionally elected compound. Applicants rmust further indicate, if
applicable, the claims which encompass the first named invention, if different than what was indicated above for this group. Failure to
clearly identify how any paid additional invention fees are to be applied to the "+* group{s) will result in only the first claimed invention to
be searched. Additionally, an exemplary election whearsin different actual variables are selected is suggested. An exemplary election
would be a compound of claim 1, wherein the glucocorticold receptor (GR) antagonlst is the first species of claim &, mifepristone {i.e.
claims 1-7, 8-14 and 18-17).

The groups of inventions listed abova do not ralate to a single general inventive concept under PCT Rule 13.1 because, undar PCT Rule

13.2, thay lack the same or corresponding special technical features for the f g r

Special Technical Features:
Group I+ includes the technical faaturs of a unique methad of claim 1, which is not required by any other invention of Group I+.
Cormmon tachnical features:

The inventlons of Groups |+ share the technical featura of a method of treating prostate cancer in a subject in need thereof, tha method
comprising administering to the subject a therapeutically effective amount of (i) a glucocorticold recaptor (GR} antagonist and (iiyan
andragen receptor (AR) degrader.

‘These shered technical features, however, do not provide a contribution aver the prior art, as being obvious over WO 2017/112802 Al to
Oric Pharmaceuticals Inc (hersinafter 'ORIC') in view of US 2018/0089940 A1 to Arvinas Inc (herainafter 'ARVINAS').

Oric teaches a method of treating prostate cancar in a subject in need therecf, the method comprising administering to the subject (para
[00199] One embodiment provides a method of treating prostate cancer in a subject in nead thersof, comprising administering to the
subject a compound of any of the Formulas provided herein} a therapeutically effective amount (para [0011] Aleo provided herein are
methods for treating or preventing cancer in a subject, the method comprising administering to the subject a tharapeutically effective
amount of a compound having the structure of Formula (1) or Formula (1)} of (1} a glucocorlicoid receplor (GR) antagonist (para {00189]
Some embodimants provided hersin dascribe compounds that are modulators of glucocorticoid receptors (GR)... In some instances,
glucocorticoid receptor antaganists bind to the receptor and prevent glucocorticoid receptor agonists from binding and eliciting GR
mediated events, including transcription), but Qric deas not teach (i} an androgen racepter (AR) degrader. Hawever, Arvinas leaches
an androgen receptor (AR) degrader (abstract, The prasent disclosure relates to bifunctional compounds, which find utility to degrade
and ( inhibit } Andregen Receptor} and it would have been obvious to a person having ordinary skill in the art to combine Arvinas with
Ori¢ because Oric teaches a treatment for cancer {para [00199] One embaodiment provides a method of treating prostate cancerin a
subject in noed thereof, comprising administering o the subject a compound of any of the Formulas providad herein) and Arvinas
teaches that androgen receptor is an important driver of tumor growth in prostate cancer (para [0010] Bacause AR 15 a critical driver of
tumorigenesis in many forms of prostate cancers, its eliminatien should tead to therapautically beneficial response) and combining the
degradar of Arvinas with the treatment of Oric could enhance the effectiveness of the treatment of Oric.

As said compound was known in the art at the time of the invention, this cannot be considered a special tachnical feature that would
otherwise unify the inventions of Group 1+,

The Inventions of Group 1+ thus lack unity under PCT Rule 13.

Form PCT/SA/210 (extra sheet) (July 2019)
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