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Abstract: Epimedii Folium is a traditional non-toxic Chinese herbal medicine. However, liver injury caused
by Chinese herb preparations, including Epimedii Folium, is frequently reported over the years. Based on ancient
and modern literature, this paper systematically summarized and analyzed the safe application of Epimedii Folium
from the perspectives of varieties, processing methods, clinical adverse reactions, pharmacological effects and toxic
mechanism. Combined with our team work, we build the comprehensive prevention and control system "human-
drug-application", for the safe and rational application of Epimedii Folium. This study is expected to provide sup-
port for scientific evaluation and precise prevention and control of the safety risk of Epimedii Folium.
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Table 1

The mechanism of toxicity in Epimedii Folium. ICR: Institute of Cancer Research; CHO: Chinese Hamster oval cells; CHL:

Chinese Hamster lung cells; LPS: Lipopolysaccharide; NLRP3: NOD-like receptor family, pyrin domain containing 3; BMDMs: Bone

marrow-derived macrophages

Name Model Dosage Time Reference
Epimedium brevicornu Maxim. Rat 0.86 g-kg™ 6 months [10]
1.71 g'kg
Epimedium koreanum Nakai 0.43 g'kg’ 3 months
1.29 g'kg" 1 months
Epimedium sagittatum (Sieb.et 0.43 g'kg' 1 months
Zucc.) Maxim.
Epimedium pubescens Maxim. 0.86 g-kg’ 3 months
1.71 g'kg!
Epimedium wushanense T. S. Ying 1.29 g'kg' 1 months
Aqueous and alcohol extract of ICR mice 80, 40, 20 g kg 8 weeks [99]
Epimedium
Alcohol extract of Epimedium 80, 40, 20 g-kg™
Epimedii Folium ICR mice 80 g-kg' Gavage once, observed 2 weeks [100]
CHO 15.63,31.25, 62.5, 125.0 mg-mL" 24 h
CHL 7.81,15.63,31.25, 62.5 mg-mL" 24 h
L5178Y 156.25,312.5, 625, 1 250 pg-mL”' 2 days
E9SEE SD rat 17.1 g-L" 20 days [101]
Icariin ICR mice 54 g-kg' gavage Morning/noon/night [103]
50, 66, 87, 115, 152, 200 mg-kg™ intrave- Intravenous administration once,
nous administration observed 14 days
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Icariside II C57BL/6 mice 50 mg-kg’! 1 day [11]
NLRP3™" mice
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Figure 1 The immunological stress-mediated tri-element injury hypothesis of idiosyncratic hepatotoxicity of Epimedii Folium
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