Inhibition of N6-Methyladenosine Accumulation by Targeting METTL3 Mitigates Tau Pathology and Cognitive Decline in Alzheimer’s Disease
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AI-generated content may be incorrect.]Extended Data Figure 1. Levels of m6A Increase between 5 months and 9 months in WT and PS19 mice, related to Figure 2. (a), Representative images of m6A DAB staining in the CA1, CA3, and cortex (CTX) of 5-month-old WT and PS19 mice. Scale bar = 200µm. (b), Representative images of m6A DAB staining in the CA1, CA3, and CTX of 9-month-old WT and PS19 mice. Scale bar = 100µm. c-e, Quantification of the raw integrated density (RawIntDen) in m6A DAB staining of the (c), CA1, (d), CA3, and (e), CTX of 5-month-old and 9-month-old WT and PS19 mice. *p<0.05, **p<0.01, ***p<0.005, ****p<0.001. N = 3 brains per condition, n = 9 sections per condition. Error bars = SEM. Statistical analysis performed using two-way ANOVA with Tukey’s multiple comparisons test. 
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AI-generated content may be incorrect.]Extended Data Figure 2. Impact of STM2457 treatment on ALKBH5 protein levels in PS19 and WT mice, related to Figure 3. (a), Western blot bands of ALKBH5 from PS19 and WT cortical tissue samples, and corresponding β-actin. N = 3. (b), Quantification of ALKBH5 expression by Western blot with background subtraction and normalized to β-actin. **p<0.01.  Error bars = SEM. Statistical analysis performed using two-way ANOVA with Tukey’s multiple comparison test.
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Extended Data Figure 3. Representative Images of the CA3 and CTX levels of MC1 tau in PS19 control and STM2457-treated mice, related to Figure 5. (a), Representative immunofluorescence images of the CA3 of WT and PS19 control and STM2457-treated mice with dsDNA stain DAPI (cyan), MC1 misfolded tau (green), and m6A (red). Scale bar = 50µm. (b), Representative immunofluorescence images of the CTX of WT and PS19 control and STM2457 -treated mice with DAPI (cyan), MC1 misfolded tau (green), and m6A (red). Scale bar = 50µm. 
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