
BACKGROUND 
• Platinum-resistant ID8-Defb29/Vegfa ovarian cancer 

ce l l s were imp lan ted i n t rape r i t onea l l y i n to 
immunocompetent C57BL/6 female mice 

• Seven days after tumor implantation, mice were treated 
daily with the IRE1α inhibitor MKC8866 (300mg/kg) by 
oral gavage for 14 days 

• Ascites and tissue (spleen, omentum) were harvested 
from mice euthanized 28 days after tumor challenge and 
immunophenotyping was performed 

• Additionally, overall survival and ascites accumulation 
were assessed 

Hypothesis: IRE1α–XBP1 acts as a key regulator 
of resistance to immune-based therapies in 
advanced ovarian cancer 
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• Ovarian cancer is the leading cause of death from 
gynecologic malignancy 

• Current treatments in ovarian cancer are ineffective 
• Hostile conditions in the tumor microenvironment 

trigger endoplasmic reticulum (ER) stress 
• Persistent IRE1α-XBP1 activation controls anti-

tumor immunity by inhibiting dendritic cell (DC) and 
T cell function 

• The use of checkpoint inhibitors as monotherapy in 
ovarian cancer have demonstrated only modest 
responses 

• Dysfunctional DC and T cell function limit the 
efficacy of immune-based therapies in ovarian 
cancer 
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• Pharmacologic inhibition of IRE1α using MKC8866 
enhances TIL effector capacity to evoke anti-tumor immune 
responses. Activation of this pathway in the TME may 
therefore operate as a key mechanism limiting the efficacy 
of immune-based therapy in ovarian cancer. 

•  MKC8866 treatment decreased accumulation of 
hemorrhagic ascites and levels of the IRE1α-generated 
Xbp1s mRNA in total leukocytes isolated from ascites of 
tumor bearing mice (Figure 2A, B) 

•  Disabling IRE1α-XBP1 activation with MKC8866 elicits 
significant immunomodulatory effects characterized by the 
accumulation of CD8+ tumor infiltrating lymphocytes (TILs) 
with improved effector capacity and reduction in CD4+, 
FoxP3+ regulatory T cells (Treg) with suppressive anti-tumor 
immunity (Figure 2C) 

•  Treatment with MKC8866 decreased ascites accumulation 
and improved median overall survival (Figure 3) 

Figure 2. Target engagement (A, B) and immunomodulatory 
effects of MKC8866 treatment (C). Control, blue text. MKC8866, 
purple text. 
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Figure 3. Accumulation of ascites and median overall survival in 
tumor bearing mice.  

Figure 1. Immunosuppressive ER stress in the 
ovarian cancer tumor microenvironment (TME). 


