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blot RT-PCR 3 4k IE. & AR 3E 4 7 B CC W B4R BB 5 Lk ERSIA # 8 F CCAAT R T4 A4 Z B FEEE (CCAAT/enhancer—
binding protein—homologous protein, CHOP) .c~Jun % 3t K 3% ¥ B (c—Jun N—terminal kinase, JNK)#& 3k K ;ERAD # % X &4
47 & 1(X-box binding protein—-1, XBP1) 4 it M % £ 2 & ¥ 8 1 (inositol requiring enzyme-1, IRE1), ] fi F 48 % B2 & 1
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(Abstract] Objective To investigate the effects of Fuzheng Oral Liquid on ER-associated degradation (ERAD)endoplasmic
reticulum stress induced apoptosis (ERSIA) signaling pathway in skeletal muscle of nude mice with cancer cachexia (CC). Methods
A total of 36 BALB/c—nu SPF nude mice aged 6-7 weeks were selected to establish spleen deficiency syndrome model and 12 nude
mice were randomly divided into group A (normal nude mice were administered with normal saline by gavage for 56 d), group B
(normal nude mice were given Fuzheng Oral Liquid for 56 d); the remaining 24 were used for CC modeling, which were equally
divided into group C (mice were administered with normal saline by gavage for 14 d after CC), group D (mice were treated with Fuzheng
Oral Liquid for 14 d after CC), and group E (mice were treated with normal saline bu gavage for 28 d after CC), group F  (mice were
treated with Fuzheng Oral Liquid for 28 d after CC). The body weight, food intake, tumor volume and pathological changes of
skeletal muscle for each group were compared. Western blot and RT-PCR were used to detect the expression levels of CCAAT/
enhancer-binding protein-homologous protein (CHOP) and ¢-Jun N—~terminal kinase (JNK) in ERSIA pathway, and the expression levels
of X-box binding protein-1 (XBP1), inositol requiring enzyme—1 (IRE1), Derlin—1, synovial apoptosis inhibitor-1 (SYVN1) in ERAD
pathway in skeletal muscle of nude mice at different stages of CC. Results Compared with groups A and B, the food intake of nude
mice in groups C, D, E and F decreased (P<0.05); compared with group C, the food intake of group D increased, and the food
intake of groups E and F decreased (P<005); compared with group D, the food intake of groups E and F decreased (P<0.05); compared
with group E the food intake of group F increased (P<0.05). Compared with groups A and B, the body weight of groups C and D decreased
at 6th week (P<0.05), the body weight of groups E and F decreased at 8th week (P<0.05); compared with group C, the body weight
of group D increased at 6th week (P<0.05); compared with group E, the body weight in group F increased at 8th week (P<0.05). Compared
with group C, the tumor volume in group D decreased (P<0.05), and the tumor volume in group E significantly increased (P<0.05);
compared with group E, the tumor volume in group F decreased (P<005). Compared with groups A and B, the muscle tissue of nude
mice in groups C and E was atrophic and the gap increased, while the gap was significantly reduced and the tissue atrophy was
alleviated in groups D and F. Compared with group A, the expression levels of CHOP mRNA, CHOP and p-JNK protein in group
B decreased (P<0.05); compared with group B, CHOP mRNA, CHOP and p—JNK protein of group C significantly increased (P<0.05);
compared with group C, the expression levels of CHOP mRNA, CHOP and p-JNK protein of group D decreased (P<0.05); compared
with group E, the expression levels of CHOP mRNA, CHOP and p-JNK protein in group F decreased (P<005). Compared with group A,
the protein and mRNA expression levels of XBP1, IRE1, Derlin-1, SYVNI in group B increased (P<0.05); compared with group B, the
protein and mRNA expression levels of XBP1, Derlin-1 and SYVNI in group C decreased (P<0.05), while the mRNA and protein
expression of IRE1 increased (P<0.05); compared with group C, the mRNA and protein expression levels of XBP1, Derlin-1 and
SYVNLI in group D increased (P<0.05), while the mRNA and protein expression of IRE1 decreased (P<0.05); compared with group E,
the protein and mRNA expression levels of XBP1, IRE1, Derlin—1 and SYVNTI of group F significantly increased (P<0.05). Conclusion
Fuzheng Oral Liquid could reverse the homeostasis imbalance of ERAD-ERSIA signaling by up-regulating the expression of
ERAD-related proteins in skeletal muscle and inhibiting the expression of ERSIA apoptotic proteins. The mechanism of improving
CC may be related to improving the tolerance of myocytes to ERS and protecting myocytes from apoptosis.
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TR, BRAIE AR R AR B R 1 ILEF 4 550,
TEVPEUREA 7 ks N B LEF 48 H s, a2 B e
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%1 RT-PCR3|#F%

A FIYRFI(5-37) K bp
CHOP 1EA ACCTTCACTACTCTTGACCCTG 81
A GATGTGCGTGTGACCTCTGT
Derlin-1  IE[f ACAGAGACCTGATCGTGTCGT 187
S TTGAATCCAAGGATAACCCAAGG
XBP1 1E[A AGTGATTGATCCAGACAAGCG 168
Sl GCGGGGTCATACCAAACAGTA
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