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Effects of Tangluoning on IRE1a—XBP-1-CHOP Pathway Under Endoplasmic
Reticulum Stress in Diabetic Peripheral Neuropathy Rats
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(Abstract] Objective To explore the effects of Tangluoning (TLN) on the IRE1a—XBP-1-CHOP pathway under endoplasmic
reticulum (ER) stress in diabetic peripheral neuropathy (DPN) rats. Methods DPN rat model was established, with Control group,
Model group, Trimethylamine oxide (TMAO) group, Low—dose Tangluoning (LTLN) group and High—dose Tangluoning (HTLN) group,
and they were treated with intragastric administration for 12 weeks. Homeostasis model of assessment for insulin resistance index
(HOMA-IR)was determined by a radioimmune outfit. The sciatic nerve structure was observed by transmission electron microscope
(TEM) and luxol fast blue (LFB). Thermal perception threshold (TPT) of the rat tail, motor nerve conduction velocity (MNCV) and
sensor nerve conduction velocity (SNCV), and the expression of protein gene product 9.5 (PGP 9.5) were measured. And the

peripheral neurological function was determined. Western blot analysis was used to assess the expressions of glucose-regulated
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protein 78 (GRP 78), X-box binding protein 1 (XBP-1), CCAAT/enhancer binding protein Homologous protein (CHOP), B cell
lymphoma-2  (Bel-2), Bel-2 Associated X Protein  (Bax) and phospho —ukaryotic translation initiation factor 2o (P —elF2o).
Immunohistochemistry was used to detect the expressions of inositol requiring enzyme 1 (IREla), growth-arrest and DNA damage—
inducible gene 34 (GADD34) and endoplasmic oxidoreductin—1-like (Erola). Results Compared with the Model group, TLN could
significantly improve the morphological structure and neurological function of the sciatic nerve. TLN had an impact on the IREla—
XBP-1-CHOP pathway under ER stress by enhancing the expressions of GRP78, Bcl-2 and P-ell 2a (P<0.01), and reducing the
expressions of P-IRE la, XBP-1, CHOP, GADD 34, Bax and Erola (P<0.01). Conclusion TLN can inhibit the expressions of
correlative proteins in the IRE1a—XBP-1-CHOP pathway under ER stress to alleviate the cell apoptosis induced by ER stress, and

improve the structure and function of the sciatic nerve, in order to prevent the DPN.
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