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Effect and Mechanism of Immunogenic Cell Death of
Thiolidazine on Colorectal Cancer CT26.WT Cells

LIN Jing, XU Wen-chao, LIU Liu, WANG Yi, SUN Xiang*
(Department of Oncology, the Third Affiliated Hospital of Anhui Medical University, Hefei Anhui 230001)

ABSTRACT: Objective Some drugs can induce immunogenic cell death while inducing apoptosis of tumor
cells, which can stimulate the anti-tumor immune killing effect in the body and usually have better therapeutic
effect. This experiment was conducted to investigate the immunogenic cell death induced by thiolidazine in
CT26. WT cell line and its possible mechanism. Methods After being treated with differentconcentrations of
thioridazine, the proliferation-inhibition rate of CT26. WT cells was detected by MTT assay. Flow cytometry
was used to measure the expression of apoptosis rate and calreticulin on cell surface. Endoplasmic reticulum
stress-related proteins (PERK ., Phospho-elF2a, ATF-4, CHOP, BIP, HMGBI1) and mitochondrial apoptosis-
related proteins (Cleaved Caspase-3, Cleaved Caspase-9, Cleaved-PARP ) were detected by Western blot.
Results The proliferation of CT26. WT cells was significantly inhibited by thioridazine in a concentration-
dependent manner. Flow cytometry results showed that cell apoptosis rateand the expression of calreticulin
were significantlyincreasedwith the increasing of drug concentration. Western blot analysisshowed that PERK,
Phospho-elF2a, ATF-4, CHOP, BIP, HMGBI1, Cleaved Caspase-3, Cleaved Caspase-9, and Cleaved PARPwere
up-regulated within a certain concentration rangeafter thiolidazine treatment. Conclusion Thiolidazine can
inhibit the proliferation of colorectal cancer CT26 cells and induce immunogenic cell death, which may be
related to endoplasmic reticulum stress and endogenous and exogenous apoptosis pathways of Caspase.

KEY WORDS: thiolidazine; immunogenic cell death; endoplasmic reticulum stress; colorectal cancer
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