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The HSP70 immune axis (HSPAIA, 1B and 1L) is a novel target for cancer immunotherapy —
Development and selection of an Fc-enhanced anti-HSP70 IgG for the treatment of pre-clinical models of cancer
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Engineering humanized IgG1 ASY-77A to enhance human DC uptake
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Engineered on multiple levels:
= Human IgG1 Isotype
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Background ASY-77A uniqguely induces uptake of HSP70 by APC

HSPAIA, -1B, and -1L (HSP70) are unigue members of ;
the HSP70 family, situated within the MHC-III
genomic locus. These genes play a critical role in the
innate and adaptive immune response. Many cancer
types overexpress HSP70, leading to enhanced
metastasis, protection from apoptosis, and secretion
of HSP70. ADP-bound HSP70 is structurally distinct
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Attempts for ADP-HSP70-based vaccines in clinical
trials lacked robust clinical responses because of
limited methods to purify material and successfully
target APCs. Here, we report on the development of
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Screening shows no off-target binding of ASY-77A Human IgG1-CA

Rituximab biosimilar (1 pg/mL)

ASY-77A, a novel anti-HSP70 hu-IgCl selectively .... HomrooFe e SRS s ASY-774GA ASY-77AGA W
recognizing the ADP-HSP70 neoantigen complex. ASY77AS Fa’~ N N p (Eug/mt) ’ g 2 (romt)
The engineered Fc domain then redirects these nser 100X.... i - e '
complexes to the activating FcyRs on dendritic cells 3 e eI L
and macrophages in pre-clinical cancer models. Flgure?. Uptake of HSP70ICX By MurineDC Line. T - =R - i %e
ASY-77A preferentia”y binds to ADP-HSP70 § 3 T 3 PR R up2 P TR kA B e e PR e T )
: FoA

rcﬁ!\u——-‘

AFBAT-A

0.8

ANTIGEN_PROCESSING_AND_PRESENTATION

B B01PIGBOS1 ASY-77AGA
[l B04 PIGBOS1 ASY-77AGA

W £01CD38ASY-77AGA
M €04 CD38 ASY-77AGA
[ F0185G ASY-77AGA
[ F04 BSG ASY-77AGA

s 0.6: - ADP-77A Untreated Treated [ co1 anxa1 asv-77aGA [ G016 1501 ASY-77AGA = E03 CD38 Ritux
= 00 - Medi ntreate reate [ Cot ANXA1 ASY-77AGA [0 GoaxG 1501 ASY-77AGA F03 856 Ritux
s ADP-CM170.1 Randomization of Mice Lo ::7[7: ASY77A - Median E0771 Survival D7 R e = D01 SIRPB ASY-77AGA S HO1 X6 Tso 2 ASY-77AGA E G03XG 150 1 Ritux
% niro D04 SIRPB1 ASY-77AGA HO4 XG Iso 2 ASY-77AGA HO3 X6 Ts0 2 Ritux
3 04 —+ ATP-77A 5 [ Ny, < 100 o B 506 zsHex Asv-77AcA B 506 ZsmeK ASY-77AGA B 5os zsHeK Ritwx
£ ZsHEK ASY- Zatek
8 ~+ ATP-CM170.1 g Tx begins ~45 mm?3 Emon % smm-.u. . B sos ASY-77AGA | sos ASY-77AGA B A08 CD20 Ritux
< o2 v v H 2 a
3 5 500 5
H E g Flgure'lz Antibody Off-Target Binding Analysis Performed by Retrogenix (Now CRL).
0o S TR 5 :
7 101417 7 30 35
0 2000 4000 6000 g TA@ENPR) Days on Treatment &
19G (ng/ml) 2500 Isotype

Figure 1. ASY-77A has differential binding compared to other antibodies. The
ability of ASY-77A versus another anti-HSP70 antibody (CM170.1) to bind ADP-
HSP70 or ATP-HSP70 was evaluated. ASY-77A bound preferentially to ADP-
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Graphical Overview: ASY-77A in vivo mechanism of action
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