SUPPLEMENTARY MATERIALS
Supplementary Tables
Supplementary Table 1. Summary of significant differentially used isoforms in the long-read RNA-seq dataset.
Table containing all isoforms with significant differential isoform usage based on the long-read RNA-seq analysis between experimental AD and CT, including gene and transcript annotations, isoform fraction estimates, changes in isoform usage, and significance metrics. PTC: predicted premature termination codon status (TRUE = predicted NMD-sensitive; NA = open reading frame could not be assigned).
Supplementary Table 2. Summary of significant promoter switches in the long-read RNA-seq dataset. 
Table containing significant promoter usage switch events based on the long-read RNA-seq analysis, including gene, transcript, and promoter annotations, changes in relative promoter-associated isoform usage, and statistical significance metrics.
Supplementary Table 3. Summary of significantly enriched transcription factors and motifs identified in the long-read RNA-seq dataset. 
Table listing TFs and motifs significantly enriched () in association with differential promoter usage in the long-read RNA-seq data, including TFs linked to promoters with increased or decreased usage in AD relative to CT.
Supplementary Table 4.  Summary of significant differential PSI events.
Table containing significant splicing events with FDR < 0.05 and  0.10. 
Supplementary Table 5.  Long-read and short-read RNA-seq transcript-level concordance summary.
This table reports the number of shared transcripts compared between long-read and independent short-read RNA-seq datasets, the number showing concordant AD-vs-control direction of change, and the number meeting large-effect and effect-size similarity thresholds across platforms. Spearman and Pearson correlations summarize global agreement in transcript-level AD-vs-control log2 fold-change estimates.  
Supplementary Figures
Supplementary Figure 1. Quality control of the long-read RNA-seq data from Heberle et al. Alzheimer’s disease (AD) samples are compared with cognitively unimpaired aged controls (CT). Data were reanalyzed from Heberle et al., 2024 using the same processing pipeline unless otherwise noted. (A) Number of reads per sample following each stage of processing. Downstream analyses were restricted to mapped pass reads containing both primers with mapping quality (MAPQ) > 10. (B) N50 and median read length distributions for filtered reads. (C) Fraction of reads classified as full-length or uniquely assigned transcripts using Bambu. Full-length reads span all exon-exon junctions (complete intron chains) of a transcript, whereas unique reads are assigned to a single transcript isoform. For Bambu quantification, BAM files were combined before analysis, representing a modification from the original workflow. Boxplots summarize 12 biological samples (male AD, n = 3; female AD, n = 3; male CT, n = 3; female CT, n = 3). Center lines indicate medians, boxes denote interquartile ranges (IQR), and whiskers extend to 1.5 x IQR.  
Supplementary Figure 2. Genes with significant promoter switching events from long-read RNA-seq data. Violin plot of 11 genes exhibiting a significant promoter switching event. The y-axis represents promoter usage of each promoter (x-axis) between CT and AD. The white dot represents the mean promoter usage expression.
Supplementary Figure 3. TF-associated promoter usage changes in AD. (A) Heatmap of the promoters of genes with increased (red) and decreased (blue) promoter usage and the AD-related TFs associated with these promoters. (B) Heatmap showing the top 10 TFs/motifs hit from Figure 3D to significant promoters. Distance is from 0 to 2000 base pairs (bp). TFs/motifs are on the x-axis, and the genes associated with the promoters are on the y-axis. 
Supplementary Figure 4. Concordance of transcript-level differential expression between long-read and short-read RNA sequencing. (A) Comparison of AD-versus-CT log2 fold changes for transcripts with the most similar effect sizes across sequencing platforms. Positive values denote higher transcript abundance in AD, whereas negative values denote lower abundance in AD. (B) Mean transcript expression log2(TPM +1) in AD and CT samples for the same transcripts, shown separately for long-read (solid bars) and short-read (hatched bars) RNA-seq. Transcripts are ordered by the magnitude of their concordant log2 fold changes, demonstrating consistent transcript-level expression patterns between long-read and short-read sequencing.   

