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ATGACGGGCAATGCCGGGGAGTGGTGCCTCATGGAAAGCGACCCCGGGGTCTTCACCGAGCTCAT
TAAAGGATTCGGTTGCCGAGGAGCCCAAGTAGAAGAAATATGGAGTTTAGAGCCTGAGAATTTTG
AAAAATTAAAGCCAGTTCATGGGTTAATTTTTCTTTTCAAGTGGCAGCCAGGAGAAGAACCAGCA
GGCTCTGTGGTTCAGGACTCCCGACTTGACACGATATTTTTTGCTAAGCAGGTAATTAATAATGC
TTGTGCTACTCAAGCCATAGTGAGTGTGTTACTGAACTGTACCCACCAGGATGTCCATTTAGGCG
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(42) JP 2021-533181 A 2021.12.2

AGACATTATCAGAGTTTAAAGAATTTTCACAAAGTTTTGATGCAGCTATGAAAGGCTTGGCACTG
AGCAATTCAGATGTGATTCGACAAGTACACAACAGTTTCGCCAGACAGCAAATGTTTGAATTTGA
TACGAAGACATCAGCAAAAGAAGAAGATGCTTTTCACTTTGTCAGTTATGTTCCTGTTAATGGGA
GACTGTATGAATTAGATGGATTAAGAGAAGGACCGATTGATTTAGGTGCATGCAATCAAGATGAT
TGGATCAGTGCAGTAAGGCCTGTCATAGAAAAAAGGATACAAAAGTACAGTGAAGGTGAAATTCG
ATTTAATTTAATGGCCATTGTGTCTGACAGAAAAATGATATATGAGCAGAAGATAGCAGAGTTAC
AAAGACAACTTGCAGAGGAACCCATGGATACAGATCAAGGTAATAGTATGTTAAGTGCTATTCAG
TCAGAAGTTGCCAAAAATCAGATGCTTATTGAAGAAGAAGTACAGAAATTAAAAAGATACAAGAT
TGAGAATATCAGAAGGAAGCATAATTATCTGCCTTTCATTATGGAATTGTTAAAGACTTTAGCAG
AACACCAGCAGTTAATACCACTAGTAGAAAAGGCAAAAGAAAAACAGAACGCAAAGAAAGCTCAG
GAAACCAAATGA

0Doo0ooo
MTGNAGEWCLMESDPGVFTEL IKGFGCRGAQVEE IWSLEPENFEKLKPVHGL I FLFKWQP
GEEPAGSVVQDSRLDT I FFAKQV INNACATQA1VSVLLNCTHQDVHLGETLSEFKEFSQS
FDAAMKGLALSNSDV IRQVHNSFARQQMFEFDTKTSAKEEDAFHFVSYVPVNGRLYELDG
LREGP I DLGACNQDDW I SAVRPV 1 EKR 1 QKYSEGE I RFNLMA 1VSDRKM 1 YEQK IAELQR
QLAEEEPMDTDQGNSMLSA 1QSEVAKNQML 1 EEEVQKLKRYK IEN IRRKHNYLPF IMELL
KTLAEHQQL I PLVEKAKEKQNAKKAQETK
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Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.

X WO 2017/079267 A1l (UNIV YALE [US]) 1-35
11 May 2017 (2017-05-11)
claims 1, 9, 11, 12, 14

A LYMPHOID NEOPLASIA ET AL: "A novel small 1-35
molecule inhibitor of deubiquitylating
enzyme USP14 and UCHL5 induces apoptosis
in multiple myeloma and overcomes
bortezomib resistance",

BLOOD,
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30 January 2014 (2014-01-30), pages
706-716, XP055610289,

DOI: 10.1182/blood-2013-D5-
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inhibits USP14 and UCHLH
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b-AP15 with SAHA.. - page 713
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'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand

"A" decument defining the general state of the art which is not considered the prinoiple or theory underlying the invention

to be of particular relevancs

"E" earfier application or patent but published on or after the intarnational X" document of particuler relevanca; the claimed invention cannot ba
filing data oonsicered novel or cannot be considered to involve an inventive
"L* doaument whioh may throw doubts on priority olaimi(s) or which is step when the document is taken akine
cited to blish the publication date of anath:

citation or other o " . f f "
A PU YY" dogument of particu lar relevance; the claimad invention cannot be
special raason (ae epecified) soraidared to involva an inventive ateps when the decumant ia
"O" gooument referring to an oral disclosure, use, exhibition or other oombined with one or more other such dosuments, sush combination
means baing cbvious to a parsan skilled in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
13 September 2019 29/11/2019
Name and mailing addreas of the [SA/ Autharized officer

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
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BoxNo.ll Observations where certaln clalms were found unsearchable {(Continuation cf Item 2 of first sheat)

This international search report has not been established in respect of cedain claims under Aricle 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 IE Glaims Nos.. 1-35(partially)

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

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

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covars
only thoss claims for which fess wara paid, specifically claims Naos.:

4. m No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims Nos.:

1-35(partially)

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

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.

I:l No protest accompanied the payment of additicnal search fees.
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International Application No. PCT/ EP2019/ 065479

FURTHER INFORMATION CONTINUED FROM PCTASA/! 21(

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-35(partially)

Bifunctional compounds with a degrasyn or analogous moeity
and a dasatinib based molecule

2. claims: 1-35(partially)

Bifunctional compounds with a degrasyn or analogous moeity
and a
[4-(4-chlorophenyl)-2,3,9-trimethyl-6H-thia-5,7,8,%a-tetraaz
acyclopenta[e]azulen-6-y1]acetic acid ester based moclecule

3. claims: 1-35(partially)

Bifunctional compounds with a degrasyn or analogous moeity
and a
1-acetyl-4-[(4-chlorophenyl)amino]-2-methy1-1,2,3,4-tetrahyd
roquinaline-6-carboxamide based molecule

4. claims: 1-35(partially)

Bifunctional compounds with a degrasyn or analogous moeity
and an imatinib based molecule
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FURTHER INFORMATION CONTINUED FROM PCTASA/! 21(

Continuation of Box II.2

Claims Nos.: 1-35({(partially)

Claims 1-3, 5, 9-12, 15-19 and 28, 29, 30 encompass and/or relate to
moeities in a compound, whose structure is defined by their desired
function: "UchL5 binding partner", "target protein binding partner",
"linked", "kinase inhibitors", "phosphatase inhibitors", "compounds
targeting BET bromodomain-containing proteins", "HDMZ/MDM2 inhibitors",
"heat shock protein 90 inhibitors", "HDAC inhibitors", "human lysine
methyltransferase inhibitors" and "antibodies". The claims do not comply
with the requirements of Article 6 PCT, because these definitions do not
allow to ascertain the scope of the claims. The fact that any
moiety/compound could be screened to find out whether it has the desired
activity does not overcome this cbjection because the person skilled in
the art would not be able to know if she/he is working inside the scope
of the claims.

These present claims relate to an extremely large number
of possible compounds. Support and disclosure within the meaning of
Articles 5 and 6 PCT are to be found, however, for only a very small
proportion of the compounds claimed, from all the enormous number of
possible moieties (even those claimed on pages 61-89 with formulae), the
application only discloses compounds having a degrasyn or analogous
moeity as the Uchl% binding partner and dasatinib,
[4-(4-chlorophenyl)-2,3,9-trimethy1-6H-thia-5,7,8,9a-tetraazacyclopenta[e]
azulen-6-yl]acetic acid ester,
1-acetyl-4-[(4-chlorophenyl)aming]-2-methyl-1,2,3,4-tetrahydroquinoline-6-
carboxamide, imatinib as a target protein binding partner (see examples 1
and 2 on pages 115-117, examples 05JQ1-05JQ5 in Table VIa on pages
126-127, examples 05IB1-05IB5 in Table VIb on page 127, examples
05DA1-05DA5 in Table VIc on pages 127-128, examples @5IM1-05IM5 in Table
VIid on pages 128-129, examples B051B66-05IB16 in Table VII on pages
132-133, compounds 05DA6-D5DA9 on page 136) .

Furthermore, examples
05IB11, 05IB12, O5DAL10 and D5DAll on page 138 show a degrasyn-based
molecule which does not fall under claim 7. The first moiety in these
compounds differs in different ways from degrasyn: a cyano group is
missing or the double bond has been exchanged by a single bond. Compounds
05IB11 and 05IB12 are seen on table VIII on page 140-141 as being much
less active (unde most conditions inactive) than their analogues based on
degrasyn. Therefore strengthening the view that compounds not falling
under claim 7 are not active.

The search has heen concentrated on
hybrids where the first moiety (UchlL5 binding partner) falls under the
scope of claim 7 and the second moiety is dasatinib,
[4-(4-chlorophenyl)-2,3,9-trimethy1-6H-thia-5,7,8,%9a-tetraazacyclopenta[e]
azulen-6-yl]lacetic acid ester,
1-acetyl-4-[(4-chlorophenyl)amino]-2-methyl-1,2,3,4-tetrahydroguinoline-6-
carboxamide, imatinib.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
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FURTHER INFORMATION CONTINUED FROM PCTASA/! 21(

examination (Rule 66,1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry ocut a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure, If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPD Guidelines C-1V, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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