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the senescence-associated secretory phenotype in both in vitro and in vivo models

Jian Chen, Jing Wang, Haizhen Liu, Cathy Chang, William J. Boyle and Jay M. Short

BioAtla, Inc., 11085 Torreyana Road, San Diego, CA 92121

RESULTS

CONCLUSIONS

« CAB antibodies exhibit preferential elimination of senescent cells by targeting novel
senescence markers in the glycolytic/acidic SASP microenvironment (low pH 6.0-6.5),
while displaying low activities in alkaline physiological conditions (pH 7.4).

INTRODUCTION

« Clearing senescent cells has demonstrated promising effects against cancer and age-
related pathologies in preclinical models as well as in early human clinical trials.
However, current senescent cell elimination strategies lack specificity, targeting both
hyper-inflamed or SASP senescent cells and non-inflamed senescent cells. This
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antibodies were more potent against senescent cells compared to proliferating cells and
displayed high selectivity for the glycolytic, acidic microenvironment condition in
antibody-dependent cell-mediated cytotoxicity (ADCC) in vitro assays.

Here, we developed a unilateral ureteral obstruction (UUO) mouse model to induce
senescent cells, fibrosis, and inflammation in the mouse kidney. We investigated

Figure 1. CAB-ST antibody mediated ADCC assays. Palbociclib-induced senescent cells or proliferating cells
were treated with CAB-ST antibody for 6 hours in pH 6.0 (A), pH 6.5 (B) or pH 7.4 (C) culture conditions. A
summary table of EC50 is shown in D. ADCC assay was performed using ADCC Reporter Bioassay, Core Kit

(Promega Cat. G7018).

2. Treatment with CAB-ST antibody resulted in a reduction of senescent cells
and inflammatory cell infiltration in in vivo UUO kidneys

7. Chen J., et al., Abstract 4795, Cancer Res (2023) 83.
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, _ , Figure 2. Evaluation of CAB-ST efficacy in UUO model. A: A UUO model were established in 8-10 weeks old female C57BL/6 mice by ligating the left ureter for 2 weeks. The mice
3. Ligate 2 sites of the left ureter with 4-0 thread treated by CAB-ST antibody (n=8), the benchmark (non-CAB antibody) (n=8 isot trol (n=8) as indicated. Sham: non treatment control (n=4). B: S t cells i
Figure 1. CAB antibodies selectively eliminate senescence cells in glycolytic/acidic SASP 4. Suture the skin and transfer mice to a clean cage were treated by CAB-ST antibody (q— ), the benchmar (non- AB antibo y) (n= .), or an isotype contro (n—_ ) as indicated. Sham: non treatment contro (n=4). B: enescent cells in
microenvironments. The accumulation of senescent cell in SASP microenvironment leads to increased tissue 5. Trest mice with candidate drugs from DO (efficacy) UUO and Sham mice kidneys were identified and measured using SA-B-Galactosidase staining kit (Cell Staining Technology #9860). Black arrows indicate SA-B-Gal staining positive
inflammation and fibrosis. CAB therapeutics are designed to preferentially target senescent cells in SASP ' 8 Y senescent cells in representative images. C: Inflammatory cells infiltrated in the renal cortex were evaluated by H&E staining. Inflammatory cells (neutrophils and other inflammatory
D14 1 Sacrifice and sample collection: cells) were counted per unit area (five random fields in each animal's cortex). Green arrows indicate infiltrated inflammatory cells in representative images. * p < 0.05, ** p < 0.01, ***

glycolytic/acidic microenvironment, promoting their clearance, while sparing non-senescence cells and non-
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SASP senescence cells from elimination. Y

p < 0.001, *** p <0.0001, ns: no significantly (unpaired t-test).
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