Supplementary Figure S1

Landscape of multi-omics variation of m6A readers in PC
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Fig.S1 The workflow of Result 1: Landscape of multi-omics variation of
mo6A readers in PC.



Supplementary Figure S2

Construction of specific expression
patterns of m6A readers

!
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Fig.S2 The workflow of Result 2-3: Ceneration of m6A readers phenotype-

related expression patterns and screening of key gene.




Supplementary Figure S3

Development of poor prognostic signatures
based on IGF2BP2-mediated modification
patterns via machine learning algorithms
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Data Processing:
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Bootstrapping method:

* extracted 70% samples & univariate cox

* repeated 1000 times

+ Filter standard: 90% of resample runs
(achieved P < 0.05 in robustness testing)
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Random survival forest(RSF):

* 1000 trees, log-rank algorithm by
minimal depth (MD)

* repeated 1000 times

+ Filter standard: Genes with largest OOB
C-index considered as PPS
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Multiple analysis:

* PPS-related biological processes
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Fig.S3 The workflow of Result 4-5: Development of poor prognostic

signatures based on IGF2BP2-mediated modification patterns via machine

learning algorithms.



Supplementary Figure S4

Screening of drug targets in
patients with high PPS score

l

Target information of 6125 compounds PPS PC cell line from CERES score from
from Drug Repurposing Hub score CCLE project DepMap dataset
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Fig.S4 The workflow of Result 6: Screening of drug targets in patients with

high PPS score.




Supplementary Figure S5

Screening of sensitive small molecule
compounds in patients with high PPS score
I
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Criteria : Criteria :
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Fig.S5 The workflow of Result 7: Screening of sensitive small molecule
compounds in patients with high PPS score.
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Fig.S6 Mutation waterfall diagram of m6A reader gene in TCGA-PAAD,
PACA-AU and PACA-CA: the overall mutation rate of m6A reader gene
was low, and the mutation rates of SND1, IGF2BP3 and IGF2BP2 ranked
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Supplementary Figure S7
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Fig.S7 Map of CNV changes in the m6A reader gene in TCGA-PAAD. (A)
bar chart of CNV mutation frequency of 14 m6A readers. (B-O) Violin plot
of expression amount of each reader gene versus CNV mutation type.



Supplementary Figure S8
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Fig.S8 Map of variable shear events in TCGA-PAAD. (A) UpSet graph for
transcriptome-wide analysis of the frequencies of five AS in PC; (B) UpSet
diagram of five variable splicing event frequencies in 14 m6A readers.



Supplementary Figure S9
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Fig.S9 Correlation plot between the expression of 12 m6A readers and
methylation signal values in TCGA-PAAD. (Due to missing data of genes
RBMX and HNRNPC, only 12 m6A readers were included in this

correlation map).
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Fig.S10 Comparison of histone H3K27ac acetylation modification peaks
in the promoter regions of IGF2BP1, IGF2BP2, IGF2BP3, YTHDEF2,
YTHDEF3, and PRRC2A between PANC-1 cell line and normal human

pancreatic cell line.
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Fig.S11 Analysis of differences between RNA-seq data in TCGA-PAAD
and GTEx. (A) volcano plot of differential gene expression analysis
between PC tumor samples and normal pancreatic tissue samples; (B)
boxplots of expression of 14 m6A readers in PC tumor samples and normal

pancreatic tissue samples.
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Fig.S12 Relationship between genes of 14 m6A reader genes in TCGA-
PAAD and prognosis of PC patients. (A-N) Survival curve drawn by
grouping based on the median value of 14 m6A readers’ expression; (O)
Risk network map among 14 m6A readers.
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Fig.S13 Screening of differentially expressed genes and pathway
enrichment analysis of IGF2BP2 in PC with different expression states. (A)
differential gene heat map between high and low IGF2BP2 expression; (B)
Enrichment map of differentially expressed genes when IGF2BP2 was
highly expressed (left: GO enrichment pathway; Right: KEGG enriched
pathway); (C) Enrichment map of differentially expressed genes in
IGF2BP2 low expression (left: GO enrichment pathway; Right: KEGG-
enriched pathway).



