wo 2022/040482 A 1 | AI] N0 0 TR0 0 OO O

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

World Intellectual Propert ~
BN orgisation. > 0 0 OO
International Bureau / (10) International Publication Number
(43) International Publication Date —/ WO 2022/040482 A1

24 February 2022 (24.02.2022) WIPO I PCT

(51) International Patent Classification: Avenue, Monrovia, CA 91016 (US). HEDVAT, Michael;
CO7K 16/28 (2006.01) A61K 39/395 (2006.01) c/o Xencor, Inc., 111 West Lemon Avenue, Monrovia,
CO7K 16/30 (2006.01) AG61P 35/00 (2006.01) CA 91016 (US). DIAZ, Juan; c/o Xencor, Inc., 111

West Lemon Avenue, Monrovia, CA 91016 (US). GUSTI
ZENG, Veronica; c/o Xencor, Inc., 111 West Lemon Av-
enue, Monrovia, CA 91016 (US).

(74) Agent: NGUYEN, Louis-Vu, T. et al.; Morgan, Lewis &
19 August 2021 (19.08.2021) Bockius, LLP, One Market, Spear Street Tower, San Fran-
(25) Filing Language: English cisco, CA 94105 (US).

(21) International Application Number:
PCT/US2021/046789

(22) International Filing Date:

(26) Publication Language: English  (81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,

(30) Priority Data: AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,

g;;gg;gi;‘ ig g“g‘ft 2205200( 11950:;623()22(]8 U: CA, CH, CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO,
. ctober 2020 (15.10.2020) U DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
(71) Applicant: XENCOR, INC. [US/US]; 111 West Lemon HR, HU, ID, IL, IN, IR, IS, IT, JO, JP, KE, KG, KH, KN,
Avenue, Monrovia, CA 91016 (US). 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,
(72) Inventors: DESJARLAIS, John, R. ¢/o Xencor, Inc., NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW,
111 West Lemon Avenue, Monrovia, CA 91016 (US).
MOORE, Gregory; c/o Xencor, Inc., 111 West Lemon
(54) Title: ANTI-CD28 AND/OR ANTI-B7H3 COMPOSITIONS
Figure 1
Human CD28 sequence SEQ ID NO:757
>sp|P10747|CD28 HUMAN T-cell-specific surface gl in CD28 0S=H sapiens OX=9606 GN=CD28 PE=1

sv=1
MLRLLLALNLFPSIQVTGNKILVKQSPMLVAYDNAVNLSCKYSYNLFSREFRASLHKGLDSAVEVCVVYGNYSQQLY
VYSKTGFNCDGKLGNESYVTEFYLONLYVNQTDIYFCKIEVMYPPPYLDNEKSNGTIIHVRKGKHLCPSPLFPGPSKPEW
VLVVVGGVLACYSLLVTVAFI I FWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPPRDFAAYRS

Human CD28, extracellular domain _SEQ ID NO:758

>sp|P10747|19-152
NKILVKOSPMLVAYDNAVNLSCKYSYNLFSREFRASLHKGLDSAVEVCVYVYGNYSQQLOVYSKTGFNCDGKLGNESVY
TEYLONLYVNQTDIYFCKIEVMYPPPYLDNEKSNGTIIHVKGKHLCPSPLFPGPSKP

Mouse CD28 sequence SEQ ID NO:759

>sp|P31041|CD28_MOUSE T-cell-specific surface glycop in CD28 0S=Mus musculus OX=10090 GN=Cd28
PE=1SVv=2
MTLRLLEFLALNFFSVQVTENKILVKQSPLLVVDSNEVSLSCRYSYNLLAKEFRASLYKGVNSDVEVCVGNGNETYQP
QFRSNAEFNCDGDEDNETVTEFRLWNLHVNHTDIYFCKIEFMYPPPYLDNERSNGTITHIKEKHLCHTQSSPKLFWAL
VVVAGVLECYGLLVTVALCVIWTNSRRNRLLOSDYMNMTPRREGLTRKPYQPYAPARDFAAYRP

Mouse CD28, extracellular domain SEQ ID NO:760

>sp|P3104120-150
NKILVKQSPLLVVDSNEVSLSCRYSYNLLAKEFRASLYKGVNSDVEVCVGNGNFTYQPQFRSNAEFNCDGDFDNETY
TFRLWNLHVNHTDIYFCKIEFMYPPPYLDNERSNGTITHIKEKHLCHTQSSPKL

Cynomolgus CD28 sequence SEQ ID NO:761

>tr| QOPDN3 | QOPDN3_MACFA CD28 05=Macaca fascicularis OX=9541 GN=CD28 PE=2 5V=1
MLRLLLALNLLPSIQVTGNKILVKQSPMLVAYDNAVNLSCKYSYNLFSREFRASLHKGLDSAVEVCVVYGNYSQQLY
VYSKTGFNCDGKLGNESVTEFYLONLYVNQTDIYFCKIEVMYPPPYLDNEKSNGTIIHVKGKHLCPSPLFPGESKPEW
ALVVVGGVLACYSLLVTVAFCI FWMRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPPRDFAAYRS

Cynomolgus €D28, extracellular domain_SEQ ID NO:762

>tr| QOPDN3|19-152
NKILVKQSPMLVAYDNAVNLSCKYSYNLFSREFRASLHKGLDSAVEVCVYVYGNYSQQLQVYSKTGFNCDGKLGNESV
TEYLONLYVNQTDIYFCKIEVMYPPPYLDNEKSNGTIIHVKGKHLCPSPLEFPGPSKP

(57) Abstract: Provided herein are novel anti-CD28 x anti-B7H3 (also referred to as "aCD28 x aB7H3") heterodimeric bispecific
antibodies and methods of using such antibodies for the treatment of cancers. Subject aCD28 x oB7H3 antibodies are capable of ago-
nistically binding to CD28 costimulatory molecules on T cells and targeting to B7H3 on tumor cells. Thus, such antibodies selectively
enhance anti-tumor activity at tumor sites while minimizing peripheral toxicity. The subject antibodies provided herein are particularly
useful for enhancing anti- tumor activity when used in combination with other anti -cancer therapies.
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