woO 2025/145207 A8 I 000 00000 0 OO

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

CORRECTED VERSION

(19) World Intellectual Property Ny
Organization

International Bureau

(43) International Publication Date
03 July 2025 (03.07.2025)

=

0 0 S O
(10) International Publication Number

WO 2025/145207 A8

WIPOIPCT

(51) International Patent Classification:
GOIN 33/50 (2006.01) AG61K 45/06 (2006.01)
AG61K 31/337 (2006.01) CI2N 5/0783 (2010.01)

(21) International Application Number:
PCT/US2024/062349

(22) International Filing Date:
30 December 2024 (30.12.2024)

English
English

(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
63/616,357 29 December 2023 (29.12.2023) US

(71) Applicant: BRISTOL-MYERS SQUIBB COMPANY
[US/US]; Route 206 and Province Line Road, Princeton, NJ
08543 (US).

(72) Inventors: DOWNWARD, David Julian Harry; c/o The
Francis Crick Institute Limited, 1 Midland Road, London,
Greater London NW1 1AT (GB). ANASTASIOU, Panayi-
otis, ¢/o The Francis Crick Institute Limited, 1 Midland
Road, London, Greater London NW1 1AT (GB). COLE,
Megan; c/o The Francis Crick Institute Limited, 1 Midland
Road, London, Greater London NW1 1AT (GB). MEY-
ER, Matthew John; c/o Bristol-Myers Squibb Company,
Route 206 and Province Line Road, Princeton, NJ 08543
(US). VAN MALDEGEM, Febe; c/o The Francis Crick
Institute Limited, 1 Midland Road, London, Greater Lon-
donNW1 1AT (GB). WILSON, Nicholas Stuart; c/o Bris-
tol-Myers Squibb Company, Route 206 and Province Line
Road, Princeton, NJ 08543 (US).

(54) Title: COMBINATION THERAPY OF KRAS INHIBITOR AND TREG-DEPLETING AGENT

FIG. 29A

3LL orthotopic model - survival experiment

o

[

10 daily

(57) Abstract: In some aspects, the present disclosure is directed to a method of treating a tumor in a subject in need thereof comprising
administering a KRAS inhibitor and a regulatory T cell (Treg)-depleting agent to the subject. In some aspects, the present disclosure
is further directed to methods of reducing the number of Treg cells (Tregs) in a tumor environment (TME) in a subject who receives a
therapy with a KRAS inhibitor comprising administering a Treg-depleting agent to the subject. In some aspects, the present disclosure
is further directed to methods of treating a tumor in a subject who is identified as having an increased number of Tregs in a TME, or
as having a spatial cellular community comprising Tregs in a TME.
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