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Siglec-15 in immunotherapy
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 Siglec-15 is reported by Pr. Lieping Chen’s lab to suppresses antigen-specific T cell responses in vitro and in 

vivo. Genetic ablation or antibody blockade of Siglec-15 amplifies anti-tumor immunity in the TME and inhibits 

tumor growth in some mouse models. Clinical trial to test the effect of a humanized mAb (NC318) to Siglec-

15 in solid tumors is ongoing.

 In order to establish a platform to study the effect of potential Siglec-15 antibodies or inhibitors, we generated 

Siglec-15 KO and cKO mice with CRISPR/Cas9 mediated genome editing. We tested tumor establishment on 

this mice with syngeneic cell lines and results showed that Siglec-15 KO inhibits syngeneic tumor growth, 

supporting the role of Siglec-15 as a promising target for development of new immune checkpoint blocker. 

We also tested the effect of Siglec-15 KO for macrophages to stimulated T cell response in vitro and in vivo 

but the results showed no dramatic difference. In summary we constructed a Siglec-15 KO mouse model and 

we may use this model to test the effect of Siglec-15 KO on tumor immunotherapy with this model.
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A working model of Siglec-15 in immune regulation
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Jingwei Sun, Qiao Lu, Miguel F. Sanmanmed, et al., Clin Cancer Res Published OnlineFirst September 21, 2020.



Strategy for construction of Siglec-15 KO/cKO mice
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MC38 tumor growth decreased in Siglec-15 KO mice
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Clinical trials targeting Siglec-15
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https://clinicaltrials.gov/ct2/results?cond=&term=nc318&cntry=&state=&city=&dist=

https://clinicaltrials.gov/ct2/results?cond=&term=nc318&cntry=&state=&city=&dist=


Summary
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1. We successfully constructed Siglec-15 KO and cKO mouse model, verified by sequencing of the target 

region in Siglec-15 gene.

2. We tested MC38 tumor growth in the constructed Siglec-15 KO mice and found that Siglec-15 KO inhibit 

tumor growth, which is consistent with the reports. 

3. Immune profiling of MC-38 tumor samples showed increase of CD4+ and CD8+ T cells and decrease of 

MDSC cells.
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For questions and requests, please email to info_onco@wuxiapptec.com

OncoWuXi Newsletter

mailto:info_onco@wuxiapptec.com

