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Safety Evaluation and Hepatotoxicity Mechanism of
a Xizang Medicine Formula for Treating Yak Diarrhea

Cirenwangdui' . JTA Lejuan?, HUANG Yurong?, Luosangciren! , Luobuciren! ,ZHANG Hui?-*, LI Ying? .CHANG Zhenyu®
(1. Nyingchi Agriculture and Animal Husbandry Technology Extension Center, Nyingchi Xizang 860000, China; 2. College of Veterinary
Medicine, South China Agricultural University, Guangzhou Guangdong 510642, China; 3. College of Animal Science, Xizang Agricultural
and Animal Husbandry University, Nyingchi Xizang 860000, China)

Abstract: The yak (Bos mutus) is a livestock species endemic to the Qinghai-Xizang Plateau and the highest-altitude mammal in the world.
Due to the unique feeding mode, harsh plateau environment and inadequate management, diarrhea frequently occurs in yak breeding. Diarrhea
causes dehydration and emaciation in yaks; acute diarrhea is accompanied by complications such as fever and bloody feces, while chronic diar-
rhea leads to anorexia, lethargy, malnutrition and even death. causing serious economic losses to yak farms. A Xizang medicine formula for
treating yak diarrhea was developed, and different doses of the formula were intragastrically administered to mice to observe clinical indicators
and liver pathological changes. The dose with the most obvious pathological changes was selected to detect whether it caused liver pathological
damage by regulating apoptosis and autophagy pathways in mouse liver tissue using qRT-PCR and Western blot. The results showed that the
Xizang medicine formula caused no obvious toxic reactions at low to medium doses, while high dose led to reduced food intake, inhibited body
weight gain, lethargy and liver injury in mice. Liver pathology showed disordered hepatocyte arrangement, sinusoidal dilation and focal necrosis
in the high-dose group. Molecular mechanism studies revealed that high dose significantly up-regulated the expression of autophagy-related genes (Azg5 ,
LC3b) and activated the mitochondrial apoptosis pathway, characterized by cytochrome ¢ (CytC) release and significantly increased caspase-9.
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