Supplementary File 2. Cell non-autonomous UPRmt.
Because of the existence of cell non-autonomous UPRmt, when one tissue is stressed, different tissues will face survival pressure together as a regulated whole. This can help organisms cope with adverse environments to some extent, but when the UPRmt is excessively stimulated, it may have more serious consequences.

Mitokines, such as fibroblast growth factor 21 (FGF21) and growth differentiation factor 15 (GDF15), are signaling molecules that facilitate the cell non-autonomous UPRmt 
 ADDIN EN.CITE 
[1-3]
. These molecules are crucial for systemic regulation and can have various effects on the organism’s adaptation to stress and potentially extend lifespan 
 ADDIN EN.CITE 
[4]
. FGF21 and GDF15 are induced by mitochondrial stress and regulated by ATF4 and CHOP, key components of the UPRmt 
 ADDIN EN.CITE 
[5]
. FGF21 is a hormone produced in the liver and adipose tissues and can enhance insulin sensitivity, promote fatty acid oxidation, and reduce body weight 
 ADDIN EN.CITE 
[6]
. FGF21 functions as a mediator of the UPRmt to help alleviate mitochondrial stress by inhibiting the synthesis of new proteins and promoting the degradation of damaged proteins 
 ADDIN EN.CITE 
[7]
. FGF21 also induces the expression of genes involved in mitochondrial biogenesis and repair, which may help restore mitochondrial function 
 ADDIN EN.CITE 
[1, 7]
. GDF15, also known as macrophage inhibitory cytokine 1 (MIC-1), is produced in response to a wide range of physiological and pathological stresses 
 ADDIN EN.CITE 
[4]
. GDF15 is associated with the regulation of energy balance, inflammation and cancer. GDF15 plays a role in reducing food intake and body weight, which may be a protective mechanism to decrease energy demand and mitigate mitochondrial stress 
 ADDIN EN.CITE 
[6]
. Strikingly, elevated levels of FGF21 and GDF15 are observed in the plasma of cancer patients and linked to poor prognosis, indicating their potential roles in the UPRmt and association with cancer 
 ADDIN EN.CITE 
[8-11]
.
In C. elegans nerve cells, the polyglutamine tract of a specific length (PolyQ40) is expressed on the mitochondrial outer membrane. PolyQ40 not only interacts with mitochondria in nerve cells to affect mitochondrial membrane potential or protein input but also induces a mitochondrial stress response in distal tissues 
 ADDIN EN.CITE 
[12]
. Additionally, unc-31 and serotonin mediate neuronal secretion to trigger the cell non-autonomous UPRmt 
 ADDIN EN.CITE 
[12]
. G protein-coupled receptor (GPCR) signaling also induces systemic UPRmt, and different forms of neuronal mitochondrial stress may cause systemic UPRmt through different GPCR signaling pathways. Expression of SRZ-75 (a G-protein-coupled receptor) in chemical sensory ADL (amphid neurons with dual ciliated sensory endings) neurons causes non-autonomous UPRmt in intestinal cells through the activation of GPCR-Gq signaling and its downstream factor unc-73 
 ADDIN EN.CITE 
[13]
. However, the expression of SRZ-75 in the intestine does not induce the UPRmt, so neurons may play a complex role in coordinating the UPRmt from different tissues.
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