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Multi-gene-set S-Predi.
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Autophagy & MAP2K2 as Translational Leads
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NMN AGING BIOLOGY

» Long-term NMN in aged mice (muscle,
liver, adipose)

» 35 age-associated genes rescued in >2
tissues

NMN genes

enrichment

sensitivity

profiles

¢ STRONGEST SUPPORT
Autophagy
7.=-8.98
TNBC - perm p=.002 -

Net negative germline signal; robust to
leave-one-out; weak in overall BC
(Z=+0.83).

FDR=.022

Conclusion: NMN-responsive aging pathways ove

lcan across 11 tissues

10 full KEGG pathways nominated by
Tissue-combined S-PrediXcan Z, Stouffer
Permutation, bootstrap CI, leave-one-out,

Cross-phenotype: overall BC vs TNBC

Zhang et al. (2020) breast cancer GWAS
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TNBC SUSCEPTIBILITY
» Subtype-specific germline expression signal

» 7 pathways: opposite BC <> TNBC profiles

» Translational leads for colocalization &
validation

KEY FINDINGS

-3.35

Overall BC

Opposite-signed across autophagy,
Ras/MAPK & cytoskeleton. NMN-
nominated.

Autophagy overall-BC

+ SUGGESTIVE
Endocytosis
7.=-5.68
CI crosses 0 - FDR=21

RABI14-linked trafficking hypothesis; did
not survive pathway correction.
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TNBC gap consistent across tissues (mean +2.83)

82% same direction (11 tissues)

ap inherited TNBC

r. Colocalization, cas

¢ HETEROGENEITY
Fatty-acid degradation

1~
r=—0.45
not enriched - profile anticorrelation

CPT2 subtype-opposed (—1.4 vs +2.6);
divergence without net enrichment





