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Background: JBI-802 is a novel dual inhibitior of LSD1/HDAC6

2. Increased antigen presentation in vitro
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3. Synergy with anti-PD-1 immunotherapy
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Dominant Transcription FactorTreatment

JBI-802 treatment sensitizes mSCLC tumors to anti-PD-1 immunotherapyJBI-802 restricts tumor progression accross transcriptional diversity in SCLC, 
even in models resistant to LSD1 inhibtion alone  

Chronic JBI-802 treatment in vivo promotes sustained antigen presentation 

JBI-802 treatment promotes cell surface MHC-1 expression in mSCLC lines  

1.Single agent efficacy in hSCLC PDX models
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• Characterized by neuroendocrine differentiation, rapid growth, early metastasis
Small cell lung cancer (SCLC) has exceptionally poor prognosis

• Standard of care: Chemo+Immunotherapy, resistance to both is common

Lysine specific demethylase(LSD1) and Histone deacetylase(HDAC6) 
are highly expressed in SCLC, regulate epigenetic and post-translational modifications 
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Stain and 
Flow Cytometry

JBI-802 promotes accumulation of acetylated-Tubulin (known HDAC6 target), 
promotes viral sensing pathway and interferon gamma response 

JBI-802 promotes TNF-α, EMT, hypoxia,and apoptosis signaling, 
while downregulating neuroendocrine genes. With IFNγ, 

JBI-802 promotes antigen processing/presentation, IFNα and IFNγ response   
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Antigen presentiation
CD8+ T cell infiltration

ASCL1 (master neuroendocrine transcription factor)

Response to anti-PD-1 immunotherapy }
LSD1 inhibition in preclinical SCLC models2,3,4:

• few infiltrating lymphocytes
• low antigen presentation

Associated with 
SCLC patients 
who repond to

 immunotherapy 

Would targeting LSD1 and HDAC6 have broader anti-tumor activity
 than LSD1i alone in SCLC, as a single agent and with anti-PD-1?

• Key therapeutic effects of LSD1 inhibition are downstream of ASCL1 supression
• Not all SCLC patients have tumors driven by ASCL1 expression
• JBI-802 has moved to phase 2 clinical trials in blood and advanced solid tumors
• In preclinical models of other cancer types, HDAC6 inhibition promotes promotes 

Preclinical models of SCLC used in this study

 JBI-802 exhibits broad anti-tumor activity in SCLC preclinical models

In PDX models, LSD1/HDAC6 inhibition supresses tumor progression accross a broad panel,
 even in models resistnat to LSD1 inhibition alone

LSD1/HDAC6 inhibition promotes innate immune sifnaling and antigen presentation

LSD1/HDAC6 inhibition sensitizes SCLC tumors to anti-PD-1 immunotherapy in vivo

In the tumor microenvironment, LSD1/HDAC6 inhibition promotes cytolytic gene expression in NK cells 
and more proliferative effector CD8+ T cells, particularly in the top 10 expanded T cell clones

Further study of the mechanisms underlying these effects, downstream of LSD1/HDAC6 targets are underway

•

•

•

•

•

anti-tumor changes to the immune microenvironment6,7,8  
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