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Werner syndrome helicase (WRN) is a member of the RecQ DNA helicase subfamily!*). RecQ helicases
are involved in multiple DNA processing steps including DNA replication, double-strand break
repair, transcription and telomere maintenance and are therefore considered to serve as ‘genome
caretakers’. Recent studies have shown that WRN helicase is a synthetic lethal target for
cancer cells with microsatellite instability (MSI), a form of genetic hypermutability that arises from
impaired mismatch repair. MSI is associated with a high mutational load and occurs in more than 20
tumours types and is frequent in colon, ovarian, endometrial and gastric cancers. Depletion of
WRN induces widespread DNA double-strand breaks in MSI cells, leading to cell cycle arrest and/or
apoptosis. Thus, inhibiting the WRN helicase is an attractive strategy for the treatment of mismatch
repair defective cancers. To date, no WRN inhibitors have entered clinical trials, and most of
them are in the preclinical and drug discovery stages!®!.
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Example 42 (W02022249060A1)
WRN inhibitor

Example 46 (W02023062575A1)
WRN inhibitor

A series of building blocks will be used as molecular
fragments in the design of WRN inhibitors.
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Cat. No. : CS-0634592
CAS: 2869955-58-6

Cat. No. : CS-0634611
CAS: 1739-60-2

Cat. No. : CS-W006677
CAS: 65515-32-4
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Cat. No. : CS-W018486
CAS: 98437-23-1

Cat. No. : CS-0052272
CAS: 1092938-92-5

ChemScene LLC

Cat. No. : CS-0634583
CAS: 2708287-15-2

Cat. No. : CS-0775753
CAS: 1803850-60-3

Cat. No. : CS-0784640
CAS: 2923011-07-6

Cat. No. : CS-0041968
CAS: 476004-80-5

NH;

Cl

Cat. No. : CS-W019542
CAS: 39885-50-2

Tel: 732-484-9848

Fax: 888-484-5008

Cat. No. : CS-0468093
CAS: 201991-89-1

Cat. No. : CS-0634586
CAS: 1806416-26-1

O

HClI ‘—

Cat. No. : CS-0775762
CAS: 2566444-22-0

Cat. No. : CS-B0643
CAS: 287944-16-5

MH 2

Cat. No. : CS-W017463
CAS: 67169-22-6

Cat. No. : CS-0634590
CAS: 1504287-88-0

Cat. No. : CS-D1114
CAS: 874-24-8
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Cat. No. : CS-0071581
CAS: 62510-60-5

Cat. No. : CS-0097347
CAS: 1025707-93-0
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Cat. No. : CS-0037546
CAS: 1193-54-0
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