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Figure 1  Screening of Chinese medicinals with indirect liver injury risk in Buguzhi (Fructus Psoraleae) preparations
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Figure 3  Screening of Chinese medicinals with indirect liver injury risk in Heshouwu (Radix Polygoni Multiflori) preparations
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Figure 4 Targets of Tusizi (Semen Cuscutae) and Buguzhi (Fructus Psoraleae) in regulating NF-kB pathway
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Construction and Application of Liver Injury Risk Prediction Model of Chinese Medicinals based on Indirect

Toxicity
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ABSTRACT Objective To explore and establish the liver injury risk prediction model of indirect toxicity of Chinese
medicinals under the condition of compound formulas, and provide new ideas and methods for the study of evaluation
of liver injury of Chinese medicinals based on indirect toxicity. Methods Taking Buguzhi (Fructus Psoraleae) pre-

parations as model drug, the combined Chinese medicinals with Buguzhi (Fructus Psoraleae) of high frequency are
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screened out, and their components and action targets were obtained through TCMSP, TCMIP and PharmMapper data-
bases. The association strength value and risk value of Chinese medicinals that acted on the nuclear factor kB (NF-«kB)
pathway were analyzed. For those having greater values than the median association strength value and risk value were
regarded as indirect Chinese medicinals of liver injury risk. In this way, a prediction model of liver injury risk of
Chinese medicinals was constructed based on immune activation-related indirect liver injury process (taking NF-«B
pathway as an example). And verification of the prediction model was performed using Heshouwu (Radix Polygoni
Multiflori) preparations. Results The prediction model of liver injury risk based on important immunoactivated path-
way (taking NF-kB pathway as an example) found that Yinyanghuo (Herba Epimedii) (association strength value =
0. 18, risk value = 0. 25) was a Chinese medicinal with potential risk of indirect liver injury within Buguzhi (Fructus
Psoraleae) prepartions, which may increase the risk of liver injury by positively regulating Bruton’s tyrosine kinase
(Btk) and protein kinase C theta (PKCO) on NF-kB pathway. Further verification of prediction model by Heshouwu
(Radix Polygoni Multiflori) preparations showed that Buguzhi (Fructus Psoraleae) (association strength value =
0. 25, risk value = 0. 33) and Tusizi (Semen Cuscutae) (Semen Cuscutae, association strength value = 0. 34, risk
value = 0. 33) may increase the liver injury risk of Heshouzu. Conclusion The liver injury risk prediction model of
indirect toxicity of Chinese medicinals has been constructed in this study, providing metho-dological reference for the
identification of Chinese medicinals of indirect liver injury risk under the condition of compound formulas.

Keywords indirect toxicity ; drug-induced liver injury; Chinese compound formula; risk prediction
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Exploring the Pathogenesis of T2DM based on the Correlation between “Qi-fire Imbalance” and Ferroptosis
SHEN Xinhui, AN Jiren, YANG Yufeng, WANG Qingfeng, ZHANG Hanwen, YU Jiaxiang, ZHOU Cheng,
ZHANG Hui, GUAN Mingdan, SHI Yan

Liaoning University of Traditional Chinese Medicine, Shenyang, 110847

ABSTRACT Ferroptosis is a novel iron-dependent mode of programmed cell death characterized by iron deposition
and accumulation of lipid peroxidation. More and more studies have found that ferroptosis is closely related to the patho-
genesis of type 2 diabetes mellitus (T2DM). The yin-fire theory is an important part of LI Gao’s spleen-stomach theory,
and it is believed that ¢i-fire imblance and yin-fire internal generation is the main pathogenesis of T2DM. Abnormal
iron metabolism may be an important prerequisite for T2DM yin-fire internal generation, while oxidative stress is
the specific manifestation of T2DM gi-fire imbalance. Reactive oxygen species (ROS) is the end product of gi-fire im-
balance, and lipid peroxide is the pathological products of T2DM yin-fire internal generation. This study intends to ex-
plore the pathological mechanism of gi-fire imbalance and yin-fire internal generation from the perspectives of iron me-
tabolism, oxidative stress and lipid peroxidation, enriching the modern connotation of yin-fire theory, and benefiting
traditional Chinese medicine to target against ferroptosis, and prevent and treat T2DM precisely.

Keywords type 2 diabetes mellitus; ferroptosis; yin fire; ¢i and fire imbalance ; oxidative stress; lipid peroxidation
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