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一、簡訴論文概要及重大發現： 

Dysfunction of CD8+ T cells is considered as a key future of immunosuppressive tumor 

microenvironment (TME) in patients who show resistance to immune checkpoint blockade 

(ICB). Therefore, identifying a new target to rejuvenate CD8+ T cell antitumor immunity is 

urgently needed. In this study, they found that SUSD2 is a negative regulator of CD8+ T cell 

antitumor function through competitively suppressing the binding of IL-2Rα to IL-2 which is 

an essential cytokine for the effector functions of CD8+ T cells. Their results showed that 

depletion of SUSD2 can enhance the activation of IL-2 signaling and elevate the production 

of T cell effector molecules like IFNr and GzmB in CD8+ T cells. Moreover, SUSD2 deficiency 

can lead to enhanced differentiation of CD8+ Teff cells and reduced transition to CD8+ TExt 

cells in TME. More importantly, they showed that deletion of SUSD2 in adoptively transferred 

Teff cells and CART cells can lead to improved antitumor efficacy, suggesting that SUSD2 

can act as a therapeutic target for cancer immunotherapy. 

 

二、對論文內容的提問： 

In this paper, the author didn’t mention how they screen out this SUSD2 protein and why 

they want to investigate the role of SUSD2 in CD8+ T cell-mediated antitumor response. In 

my opinion, I would be more willing to believe that they actually target the IL-2 receptor in 

the first place, and then, they find SUSD2 as a negative regulator for the IL-2 receptor by 

mass spectrometry, not like what they mentioned in the paper. 

 

三、論文的缺點與評論： 

This paper revealed a new negative regulator of the IL-2 receptor which is targetable 

relevance in immunotherapy for cancer. However, I’m quite concerned that whether these 

SUSD2 deletion CART cells would be too aggressive which might ultimately lead to 

autoimmunity. Moreover, like what I’ve mentioned in the previous question. I’m really curious 

about how they found out and decided to investigate this SUSD2 protein, it would be better if 

they can mention this part in the paper. 

  



 


