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Abstract: Objective To explore the attenuating effect of Yougui Pills on reproductive toxicity in II collagen-induced arthritis (CIA)
model rats induced by Tripterygium Glycosides (TG) Tablets and its underlying mechanism. Methods A CIA rat model was
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established by using type II collagen acetate solution and complete Freund's adjuvant. The rats were randomly divided into the control
group, the model group, the TG (72 mg-kg™!) group and the Yougui Pills (3 g'kg™") + TG (72 mg-kg™') group, and were continuously
administered for 4 weeks. During the experiment, the degree of joint redness and swelling was scored. At the end of the experiment,
the contents of estradiol (E2), follicle-stimulating hormone (FSH) and testosterone (T) in the serum were detected. The organ index and
histopathological changes of the ovaries and testes were also examined. RNA sequencing and differential gene screening were
performed through transcriptomics, and gene ontology (GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG) enrichment
analyses were conducted. Western blotting was used to verify the key targets. Results Compared with the control group, the arthritis
index of the model group was significantly increased (P < 0.01). Compared with the model group, the arthritis index of the TG group
and the Yougui Pills + TG group was significantly decreased (P < 0.05, 0.01). Compared with the model group, the contents of E2»
and T in the TG group were significantly decreased (P < 0.05). Compared with the TG group, the contents of E2 and T in the Yougui
Pills + TG group were significantly increased (P < 0.01). Compared with the model group, the TG group showed obvious damage to
the ovaries and testes, manifested as a decrease in the number of follicles, thinning of the granulosa layer, and a decrease in the number
of sperm. Compared with the TG group, the histopathological damage of the Yougui Pills + TG group was significantly alleviated. The
GO enrichment analysis of the ovarian samples was concentrated on the processes related to "female reproductive development", such
as ovulation cycle process, ovulation cycle, female gonad development, and mammalian oogenesis stage. The KEGG enrichment
analysis was concentrated on the peroxisome proliferator-activated receptor (PPAR), fatty acid metabolism, and transforming growth
factor-f (TGF-B) signaling pathways. The GO enrichment analysis of the testicular samples was concentrated on the processes of
"adipocyte development and immune response", such as white fat cell differentiation and fat cell differentiation. The KEGG enrichment
analysis was concentrated on the peroxisome proliferator-activated receptor-y (PPAR) and the regulation of adipocyte lipolysis
pathways. Compared with the model group, the protein expression levels of bone morphogenetic protein 2 (BMP2), anti-Miillerian
hormone (AMH), inhibin A (INHBA), inhibin B (INHBB), and fatty acid binding protein 4 (FABP4) in the TG group were significantly
decreased (P < 0.05, 0.01). Compared with the TG group, the protein expression levels of the above proteins in the Dui Gui Wan + TG
group were significantly increased (P < 0.05, 0.01). Conclusion Yougui Pills can significantly alleviate the reproductive toxicity of
TG in CIA model rats, which is closely associated with its regulatory effect on the TGF-§ and PPAR signaling pathways.
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