Three of these seven proteins are involved in different parts of the immune system: LCN2 functions in innate immunity [1], whereas IGKV4-62 (immunoglobulin kappa variable 4-62) is part of the adaptive system encoding a kappa light chain for antibodies [2]. The protein S100A9 (also known as MRP14) controls the accumulation of neutrophils and macrophages by binding another of the S100 gene family members (S100A8) and shows a generally proinflammatory role [3].
   The relation of these immune- and inflammation-specific genes to aging might be inversely causal: the change in their transcription might be caused by aging, not necessarily causing aging. Older mice are more vulnerable to infections and diseases, and with increasing age, a progressive activation of the immune system is to be expected.

The second member of the S100 gene family that we found to be differentially expressed in every investigated tissue is S100A6, a gene with an uncertain function. It is suggested that S100A6 is involved in cell cycle progression [4] and is a regulator of the S100B-dependent signaling pathway, responsible for a variety of functions in glia cells [5]. Interestingly, in a similar study based on human RNA-Seq data we also identified a member of the S100 gene family (S100P) to have an altered expression in all investigated tissues (unpublished).
   VMP1 is known to be a key regulator in the initial steps of the autophagosome formation and is only one of these seven genes that can directly be related to aging [6].
   One of its many known and suggested functions (for a comprehensive overview, see review [7]) is to control the half-life of proteins and cellular organelles. In our data, we observed a small but constant decrease in the expression of Vmp1 in all investigated tissues over age, except blood, where its expression is slightly increasing. Reduced autophagosomal activity can lead to an accumulation of misfolded or damaged proteins, resulting in apoptosis and neurodegenerative diseases [8]. The role of autophagy in aging has already been discussed intensively in recent years [9,10], but here, we observed concrete evidence that VMP1 might be a potential common genetic driving factor for aging induced by a reduced autophagy potential.
   Lastly, almost nothing is known about the two remaining proteins encoded by the genes Rap2a and Gm8979. Both are known to have the capability to bind and hydrolyze GTP. RAP2A is a member of the Ras protein superfamily and therefore might function in the regulation of cell proliferation, whereas GM8979 is only a predicted protein that has yet to be confirmed by molecular and/or genetic analysis [11].
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