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View from specialist: It is creative, and of certain scientific and educational value.

[ Abstract] Objective: To observe the effects of Huanglian Houpo Decoction (HLHPD) on ulcerative colitis (UC) model
mice based on the nuclear factor E2-associated factor 2 (Nrf2)/Cystine/Glutamate reverse transporter solute carrier family 7 mem-
ber 11 (SLC7A11)/glutathione peroxidase 4 (GPX4) pathway, and to explore its possible mechanism of action. Methods: A to-
tal of 60 mice were randomly divided into 6 groups: the blank group, the model group (DSS group), the Western medicine Sul-
fasalazine group, the low-dose, medium-dose and high-dose HLHPD groups (HLHPD-L., HLHPD-M, and HLHPD-H) , with
10 mice in each group. The UC model was established using dextran sulfate sodium salt (DSS) except the blank group. After the
UC moldel was established, except for the blank group and the model group, which were administered equal volumes of distilled
water via gavage, the HLHPD-L, HLHPD-M, HLHPD-H, and Western medicine groups (4 g/kg) were given the respective
doses of the HLHPD and drug by gavage once a day for 14 consecutive days. The general conditions and disease activity index of
mice were observed. The concentrations of serum cytokines, including 1L.-6, IL-18, and TNF-a, were quantified using
enzyme-linked immunosorbent assay kits. The levels of MDA, SOD, and GSH were quantitatively analyzed in colonic tissue sam-
ples using standardized biochemical assays. Histopathological alterations in colonic tissues were observed through hematoxylin-eosin
(H&.E) staining. Furthermore , transmission electron microscopy was utilized to examine the ultrastructural characteristics of co-
lonic specimens. The protein levels of Nrf2, SLC7A11 and GPX4 in the colon tissue of mice was detected by Western Blot.
Results: Compared to the blank group, the disease activity index, the serum levels of IL-6, IL-18 and TNF-«a, and MDA in colon
tissue were significantly increased in the DSS group, while SOD and GSH contents were significantly decreased (P<C0.01). Com-
pared to the DSS group, the serum levels of 1.-6, 1L.-18 and TNF-a in each drug intervention groups were decreased (P<C0.01),
the MDA levels in colon tissue of the HLHPD-M and HLHPD-H were decreased (P<<0.01) , while the SOD and GSH levels
were increased (P<C0.05). H&.E staining results showed that HLHPD could effectively improve the histopathological damage and
reduce the depth and range of tissue necrosis. Transmission electron microscope results showed that the structure of intestinal mu-
cosa, microvilli, desmosome, and the connections of intestinal epithelial cells recovered obviously. Western blot results revealed a
statistically significant downregulation (P<C0.01) in the protein expression levels of Nrf2, SLC7A11, and GPX4 in the DSS
group when compared to the blank group. The protein expression levels of Nrf2, GPX4 and SI.C7A11 in each group were signifi-
cantly increased after administration of HLHPD (P<C0.01) when compared to the DSS group. Conclusion: HLHPD can effective-
ly improve the inflammatory injury of UC, and its mechanism may be related to the regulation of ferroptosis mediated by the Nrf2/
SLC7A11/GPX4 pathway.
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Fig 1 Effects of HLHPD on colon tissue morphology of mice (H&E staining, X200)
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Fig 2 Effects of HLHPD on colon tissue structure of mice( Transmission electron microscopy, X15 000)
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HE 3 AN TR 0.60£0.247" 0.8140.05744 0.6540.14%%
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