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Mechanism of Fuzheng Oral Liquid in improving muscle atrophy of cancer

cachexia through endoplasmic reticulum stress pathway
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(Abstract]) Objective To explore the mechanism of Fuzheng Oral Liquid in improving muscle atrophy of cancer cachexia

through endoplasmic reticulum stress pathway. Methods Mice myoblasts (C2C12) and mice colon cancer cells (CT26) were co—cultured
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in vitro; C2C12 cells were transfected by lentivirus carrying endoplasmic reticulum-associated degradation protein 1 (Derlin-1)
interference sequence siRNA. After silencing Derlin-1 gene, CT26 was used to induce atrophy, and Fuzheng Oral Liquid containing
serum was used for intervention to conduct experiment. C2C12 treated with different treatments were divided into unloaded group
(group A), silent group (group B), cachexiatunloaded carrier+control serum group (group C), cachexiat+empty carrier+medicated serum
group (group D) and cachexiatsilent+tmedicated serum group (group E). Western blot and RT-PCR were used to detect the expression
levels of Derlin-1, c—Jun N-terminal kinase (JNK), CCAAT/enhancer-binding protein-homologous protein (CHOP), X-box binding
protein—1 (XBP1), synovial apoptosis inhibitor-1 (SYVNI) protein and mRNA in endoplasmic reticulum of C2C12 cells before and after
the intervention. Results (1) Expression levels of Derlin-1 mRNA and the protein: compared with group A, the expression of groups
B, C and D decreased (P<0.05), and the expression of group E increased (P<0.05); compared with group B, the expression of group C
decreased (P<0.05), and the expression levels of groups D and E increased (P<0.05); compared with group C, the expression levels of
groups D and E increased (P<0.05); compared with group D, the expression of group E increased (P<0.05). (2) Apoptosis detection
results: compared with group A, the apoptosis rates of groups B, C, D and E significantly increased (P<0.05); compared with group B,
the apoptosis rates of groups C, D and E decreased (P<0.05); compared with group C, the apoptosis rates of groups D and E
decreased (P<0.05); compared with group D, the apoptosis rate of group E decreased (P<0.05). (3) The expression levels of CHOP
mRNA and the protein and p-JNK protein: compared with group A, the expression levels of groups B, C, D and E increased (P<
0.05); compared with group B, the expression of group C increased (P<0.05), and the expression levels of groups D and E decreased
(P<0.05); compared with group C, the expression levels of groups D and E decreased (P<0.05); compared with group D, the
expression of group E decreased (P<0.05). 4) The expression levels of XBP1 and SYVN1 mRNA and the protein: compared with
group A, the expression of group B decreased (P<0.05), and the expression levels of groups C, D and E increased (P<0.05); compared
with group B, the expression levels of group C, D and E increased (P<0.05); compared with group C, the expression levels of groups
D and E increased (P<005); compared with group D, the expression of group E increased (P<005). Conclusion Expression of Derlin—1
can relieve the atrophy and apoptosis of C2C12 myocytes induced by CT26, which may be related to the involvement of Derlin—1 in
regulating endoplasmic reticulum stress signaling pathway. Fuzheng Oral Liquid may intervene cancer cachexia by up-regulating the
expression of Derlin-1, the endoplasmic reticulum stress-related degradation core protein.
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FE (XBP1u) Fak sl i,
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FEIRFEAR, XBP1 SYVNI FikFaE, LU LSRR
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XBP1 SYVNI M4z CT26 %530 C2C12 L4 =S
FEUHT XA AES Derlin-1 2 584% ERS {5 538 4
A, FRIE DR T e s FIHERAD O EH
Derlin—1 Y 3R K11 & H# T 1 CC WAER, [P
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DR AE IR 2RI, s IR FIRYT CC $24EH
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