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1. The study first constructed a tight synergistic network (MP-SSN) of 13 CpG loci and 5 physiological phenotypes based on superposition extreme high-altitude exposure (SEH). The 'AltitudeOmics' database verified that 9 CpGs in the MP-SSN were significantly altered in methylation and gene expression under hypoxic environment. This network was significantly influenced by SEH.

2. Second, we found that the 15 phenotypes affected by SEH showed significantly greater synergy between phenotypes as SEH increased (Robust for causal inference). In addition, the synergy of the MP-SSN network was also significantly enhanced across SEH (Robust). This suggests that superimposed extreme exposures produce organ, methylation adaptive memory.

3. Finally, the curves of SEH and SpO2 were used to delineate the high-adapted and low-adapted groups, and we found that CpG and phenotype in the MP-SSN of the high-adapted population were significantly altered after five SEHs, of which cg25907743 (LIPN) was significantly correlated with SpO2, and this may be a turning point in the formation of adaptation memory.
