(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

J

=

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date
10 December 2020 (10.12.2020)

(10) International Publication Number

WO 2020/247701 A3

WIPO I PCT

(51) International Patent Classification:
AG61K 31/41 (2006.01) Co7D 275/00 (2006.01)
A61K 31/425 (2006.01) Co7D 275/02 (2006.01)
A61K 31/427 (2006.01) Co7D 275/03 (2006.01)

(21) International Application Number:
PCT/US2020/036232

(22) International Filing Date:
05 June 2020 (05.06.2020)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:

62/858,083 06 June 2019 (06.06.2019) UsS

(71) Applicant: DISARM THERAPEUTICS, INC. [US/US];
1 Main Street, 11th Floor, Cambridge, Massachusetts 02142
Us).

Inventors: HUGHES, Robert Owen; 8 Shadow Ridge Cir-
cle, Newtown, Connecticut 06470 (US). DEVRAJ, Ra-
jesh; 301 Palomino Hill Court, Chesterfield, Missouri
63005 (US). BOSANAC, Todd; 80 Old Town Park Road,
New Milford, Connecticut 06776 (US). JARJES-PIKE,
Richard Andrew; 60 Gaywood Drive, Newbury Berk-
shire RG14 2PA (GB). BREARLEY, Andrew; 13 Latton
Close, Chilton Oxfordshire OX11 0SU (GB). BENTLEY,
Jonathan; 43 St. Johns Road, Abingdon Oxfordshire OX14
2HA (GB).

Agent: LENTZ, Nelsen, L.; ELI LILLY AND COMPA-
NY, P.O. Box 6288, Indianapolis, IN 46206-6288 (US).

(72)

(74)

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL,CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR, HU, ID, IL, IN, IR, IS, JO, JP, KE, KG, KH, KN, KP,
KR,KW,KZ ,LA,LC,LK,LR,LS,LU,LY, MA, MD, ME,

MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ,
OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA,
SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, WS, ZA, ZM, ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ,NA, RW, SD, SL, ST, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
KM, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:
as to applicant's entitlement to apply for and be granted a
patent (Rule 4.17(ii))

Published:
with international search report (Art. 21(3))
with sequence listing part of description (Rule 5.2(a))

(88) Date of publication of the international search report:
21 October 2021 (21.10.2021)

(54) Title: INHIBITORS OF SARM1

SARMA

31

suto-inhibition

FlG. 1

multimetization ®on degeneration

trigger R

wo 20207247701 A3 |0 F000 0 KO0 00 OO O

(57) Abstract: The present disclosure provides compounds and methods useful for inhibiting SARM1 and/or treating and/or preventing
axonal degeneration. In some embodiments, the present disclosure provides certain compounds and/or compositions that are useful in
medicine, and particularly for treating neurodegeneration (e.g., for reducing axonal degeneration). In some embodiments, the present
disclosure provides compounds having a structure as set forth in Formula (I).



INTERNATIONAL SEARCH REPORT

International application No.
PCT/US2020/036232

A, CLASSIFICATION OF SUBJECT MATTER

IPC(8) - AB1K 31/41; AB1K 31/425; A61K 31/427; CO7D 275/00; CO7D 275/02; CO7D 275/03 (2020.01)
CPC - A61K 31/41; A61K 31/425; A61K 31/427; CO7D 275/00; CO7D 275/02; C07D 275/03 (2020.08)

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

B. FIELDS SEARCHED

see Search History document

Minimuem docomentation searched (classification system followed by classification symbols)

see Search History document

Diocumentation searched other than nupimum documentation to the extent that such documents are ncluded in the fields searched

see Search History document

Flectronic data base consulted during the intemational search (name of data base and, where practicable, search werms used)

€. DOCUMENTS CONSIDERED TO BE RELEVANT

document

[retrieved on 28 August 2020]. Retrieved from the Internet: <URL:
https://pubchem.ncbi.nim.nih.gov/substance/275452201>. entire document

Category* Citation of docurpent, with indication, where appropriate, of the relevant passages Relevant to claim No.
A PUBCHEM, Substance Record for SID 275452201, Available Date: 25 December 2015 1-4

A US 2008/0300268 A1 (SINGH et al) 04 December 2008 (04.12.2008) entire document 1-4
A US 2006/0217390 A1 (GUNIC et al) 28 September 2006 (28.09.2006) entire document 1-4
A US 2004/0106646 A1 (TAKAYAMA et al) 03 June 2004 (03.06.2004) entire document 1-4

P, X WO 2019/236890 A1 (DISARM THERAPEUTICS INC) 12 December 2019 (12.12.2019) entire |1-4

E::::} Further documents are listed in the continuation of Box C.

Ej See patent family annex.

* Special categoties of cited documents:

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

“D7”  document cited by the applicant in the interpational application

“E”  earlier application or patent but published on or after the international
filing date

ment which may throw doubts on priority claim(s) or which

od to establish the publication date of another citation or other
special reason (as specified)

“07  documentreferting to anoral disclosure, use, exhibition orother means

document published prior to the lntermational flling date but later than

the priority date claimed

“T7 later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the punciple or theory underlying the irvention

“X”  document of particular relevance; the claimed invention cannct be
considered novel or cannot be considered to involve an inventive step
wien the document is taken alone

“Y” document of particular relevance; the claimed invention canuot
be considered o involve an inventive sicp when the document is
combined with one or more other such documents, such combination
being obvious o a person skilled in the att

“&”  document member of the same patent family

Drate of the actual completion of the international search

28 August 2020

Date of mailing of the international search report

01 October 2020

WName and mailing address of the [SA/US
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, VA 22313-1450

Facsimile No. 571-273-8300

Authorized officer
Blaine R. Copenheaver

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (July 2019)




INTERNATIONAL SEARCH REPORT Tiermational appliation o,

PCT/US2020/036232

Box No. | Nucleotide and/or amine acid sequence(s) (Continuation of #em 1.c of the first sheet)

1. Withregard to any xucleotide and/or amino acid sequence disclosed in the taternational application, the international search was
carried out on the basis of a seguence listing:

a. N forming part of the international application as filed:
}X int the form of an Annex (/8T.25 texi file.
E:j on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 137er 1{(a) for the purposes of international search
only inthe form of an Annex C/8T.25 text file.

c. E:é furnished subsequent 1o the international fiting date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 137er 1{a)).

m on paper or in the form of an image file {Rule 13¢er. 1{b} and Aduministrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additonal coples is identical to that forming patt of the application as
filed or does not go beyond the application as filed, as appropuiate, were furnished.
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I [::E Claims Nos.;
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2. U Claims Nos.:
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Box No. [} Observations where unity of invention is facking (Continuation of item 3 of first sheet)

Thas International Searching Authority found multiple inventions in this intcrnational application, as follows:
2 Y T
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claims.

2. [:] As all searchable claims could be searched without effort justifying additional fees, this Authority did not {nvite payment of
additional fees.
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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, [:j No required additional search fees were imely paid by the applicant. Consequently, this {nternational search xepott is restricted
to the invention frst mentioned in the claims; it is covered by claims Nos.:
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No protest accompanied the payment of additional search fees.
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