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Abstract: Objective To study the synergistic effect of Xuedansu Tablets (%5 IH % /) combined with doxorubicin against liver cancer,
and the regulation of cell immunogenic death-related proteins expressions. Methods The main components of Xuedansu Tablets
were analyzed by high performance liquid chromatography; Effect of Xuedansu Tablets combined with doxorubicin on survival rate

of human hepatocellular carcinoma HepG2 cells was investigated by MTT method; Effect of Xuedansu Tablets combined with
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doxorubicin on colony formation of HepG2 cells was detected by plate cloning; Flow cytometry was used to analyze the effect of
Xuedansu Tablets combined with doxorubicin on apoptosis rate and cell cycle of HepG2 cells; Immunofluorescence was used to detect
expressions of calreticulin (CRT) and high mobility protein 1 (HMGB1) which are key indicators of immunogenic cell death;
Intracellular and extracellular adenosine triphosphate (ATP) concentrations were detected by ELISA. Hzz tumor-bearing mice model
was established to observe in vivo antitumor effect of Xuedansu Tablets combined with doxorubicin; CRT and HMGB1 expressions of
tumor tissue in mice were detected by immunohistochemistry; Hematoxylin-eosin (HE) staining method was used to observe the effect
of Xuedansu Tablets combined with doxorubicin on myocardial toxicity in mice. Results Xuedansu Tablets combined with
doxorubicin had concentration-dependent cytotoxic and pro-apoptotic effects on HepG2 cells, which could promote the extracellular
exposure of CRT, secretion of HMGBI into extracellular, and increase in extracellular concentration of ATP; Xuedansu Tablets
combined with doxorubicin inhibited the growth of subcutaneous transplanted tumors in H22-cell mice, improved immunity, prolonged
their survival, increased the number of cells expressing CRT and HMGBI1 proteins in subcutaneous tumor tissues of mice. Conclusion
Anti-hepatocellular carcinoma effect of Xuedansu Tablets combined with doxorubicin may be related to the regulation of immunogenic
death-related proteins expressions.

Key words: Xuedansu Tablets; doxorubicin; immunogenic cell death; calreticulin; high mobility protein 1; adenosine triphosphate
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Fig. 4 Effect of Xuedansu Tablets combined with doxorubicin on CRT and HMGBI protein expressions of HepG2 cells
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mice model (n =7)

®1 ERZFAKANSRNIERTBEBREBEREM 39 FEERRFHESMERMN/NRE THBEEERE

FRAEHEEAIRNN (X +s,n=5) RS R L
Table 1  Effect of Xuedansu Tablets combined with WK 8 o, KERAFEHE S (500 mg/kg)

donorubicn an tumer weghy and splen ndex of A ROILAIK RO LFRE L WEE G
subcutaneous tumor mice model ( X xS, n= \ JENIRN >
. mg/kg) 41/ L LA IRBE B 2V RE AR (LT 25

4L Alimgke)  MREE  WHEHK ‘ '
i Ttk Tantols . BESTIMEABAMRE, NN E
;ﬁﬂg? ;00 3,;2&3;;: jggﬁggg RPN BE NS, RUTIHE R S50 E R
5% 96510. 321 0. N e = > )
SEESAMEE 50043 036602497 5.42910.049 P RE A A 25 2 AR Lo L
SR P<005 “P<0.01 4 Tig

*P<0.05 *"P<0.01 vs model group THREE F S RS R AR I “FE

R ok S N
‘R 3 5

i *_'::_w:\g
TR +HER
7 ERERFEAMEENNEE THERRIMEHESN CRT F1 HMGB1 EHFTIARFN
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Fig. 8 Effect of Xuedansu Tablets combined with doxorubicin on myocardial toxicity of subcutaneous tumor mice model
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