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Figure 3
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Figure 4
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Figure 1. Metformin treatment inhibited TNF-a- and IL-17A-induced IL-1p

secretion via impairment of NLRP3 inflammasome in NHEKS.

NHEKS were stimulated with TNF-a (10 ng/ml) and IL-17A (10 ng/ml) for 24 h in the

presence or absence of metformin (15 mM). (A) Pro-IL-1B mRNA level was analysed

by gRT-PCR. (B) IL-1f secretion (mature IL-1p) in culture supernatant was measured

using ELISA. (C) Total cell lysates were prepared and subjected to western blotting

analysis with an anti-pro-IL-1p antibody, an anti-NLRP3 antibody and an anti-caspase-

1 antibody. The data are representative of experiments repeated three times with similar

results. (D) NHEKS were treated with metformin (15 mM) for 3, 6, 24 and 48 h.

Caspase-1 mRNA level was analysed by qRT-PCR. (E) NHEKS were treated with

metformin (0.1, 1, 10 and 15 mM) for 24 h. Total cell lysates were prepared and

subjected to western blotting analysis with an anti-caspase-1 antibody. (F) NHEKS were

treated with metformin (0.01, 0.1, 1 and 10 mM) for 3 h. Total cell lysates were

prepared and subjected to western blotting analysis with an anti-phosphorylated

AMPKa and an anti-AMPKa antibody. NHEKs were treated with metformin (15 mM)

for 24 h in the presence or absence of dorsomorphin (1 pM) (G) or sirtinol (5 uM) (H).



Total cell lysates were prepared and subjected to western blotting analysis with an anti-

caspase-1 antibody. (A, B and D) Data are expressed as mean £ S.E.M.; n = 3 for each

group. *P < 0.05. (C, E, F, G and H) The data are representative of experiments

repeated three times with similar results.

Figure 2. IL-1p stimulation induced upregulation of 1L36y, CXCL1, CXCL2,

CCL20, S100A7, S100A8 and S100A9 expression in NHEKS.

NHEKSs were stimulated with IL-1B (10 ng/ml) for 24 h. (A) IL-36y, CXCL1, CXCL2,

CCL20, S100A7, S100A8 and S100A9 mRNA levels were analysed by qRT-PCR. Data

are expressed as mean £ S.E.M.; n = 3 for each group. *P < 0.05. (B) Total cell lysates

were prepared and subjected to western blotting analysis with anti-1L-36y, anti-S100A7,

anti-S100A8 and anti-S100A9 antibodies. The data are representative of experiments

repeated three times with similar results. CXCL1, CXCL2 and CCL20 production in

culture supernatant was measured using ELISA. (A and C) Data are expressed as mean

+ S.E.M.; n = 3 for each group. *P < 0.05.



Figure 3. Metformin treatment inhibited TNF-a- and IL-17A-induced

upregulation of I1L-36y, CXCL1, CXCL2, CCL20, S100A7, S100A8 and S100A9

expression in NHEKS.

NHEKS were stimulated with TNF-a. (10 ng/ml) and IL-17A (10 ng/ml) for 24 h in the

presence or absence of metformin (15 mM). (A) IL-36y, CXCL1, CXCL2, CCL20,

S100A7, S100A8 and S100A9 mRNA levels were analysed by gRT-PCR. (B) Total cell

lysates were prepared and subjected to western blotting analysis with anti-1L-36y, anti-

S100A7, anti-S100A8 and anti-S100A9 antibodies. The data are representative of

experiments repeated three times with similar results. (C) CXCL1, CXCL2 and CCL20

production in culture supernatant was measured using ELISA. (A and C) Data are

expressed as mean + S.E.M.; n = 3 for each group. *P < 0.05.

Figure 4. Oral metformin administration prevented the development of IMQ-

induced psoriasiform eruptions.

C57BL/6 mice were administered vehicle or metformin (100 and 200 mg/kg, once

daily) for 5 days from the day of topical application of IMQ to the left ear. (A) Clinical



images of the ear. (B) Histology of the ear. Scale bar = 100 um. (C) C57BL/6 mice

were administered vehicle or metformin (200 mg/kg, once daily) for 3 days from the

day of topical application of IMQ to the ear. Then, mMRNAs were extracted from the

epidermis of the ear and IL-1p, IL-36y, Cxcll, Cxcl2, Ccl20, S100a7, S100a8 and

S100a9 mRNA levels were analysed by gRT-PCR. (A and B) n = 6 for each group. (C)

Data are expressed as mean £ S.D.; n = 6 for each group. *P < 0.05. (A—C) The data are

representative of experiments repeated three times with similar results.
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