
 
Supplementary Figure 1- Interpretation of natural indirect and direct effects; the solid arrows represent pathways estimated 

under each effect.  

 

 

  

1) The total effect 
The effect of adiposity on endometrial cancer risk exerted through adiposity-
induced changes in levels of all biomarkers of interest (natural indirect effect) 
and other possible pathways not captured by the included biomarkers (natural 
direct effect).  

 

 
 

2) The indirect effect through all the biomarkers 
The effect of adiposity on endometrial cancer risk exerted through adiposity-
induced changes in levels of all biomarkers of interest. This effect does not 
rely on any assumptions about the causal ordering of the biomarkers.  

 

 
 

3) The indirect effect through reduced adiponectin and increased 
inflammation**   
The effect the adiposity-induced reduction in adiponectin levels and increased 
inflammation biomarkers levels might have on endometrial cancer risk either 
directly (1), or by further influencing the levels of C-peptide (2), or estrogens 
(3). This effect does not rely on any assumptions about the causal ordering 
between reduced adiponectin and increased inflammation biomarkers levels.  

 

 
 

4 ) The indirect effect through reduced adiponectin levels  
The effect adiposity-induced reduction in adiponectin levels might have on 
endometrial cancer risk either directly (1), or by further influencing the levels 
of inflammatory biomarkers (2), C-peptide (3), or estrogens (4). This effect 
assumes that adiposity-induced reduction in adiponectin levels precedes and 
potentially influences inflammation biomarker levels and not vice versa.  

 

 
 

5) The indirect effect through increased inflammation beyond the 
potential influence of adiponectin  
The effect adiposity-induced increased inflammation biomarkers levels might 
have on endometrial cancer risk either directly (1), or by further increasing C-
peptide (2), or estrogen levels (3). This effect excludes the potential influence 
of adiponectin on inflammation biomarkers. Thus, similar to the effect #4, it 
assumes that adiposity-induced reduction in adiponectin levels precedes and 
potentially influences inflammation biomarker levels and not vice versa.  

 

 
 

6) The indirect effect through increased C-peptide beyond the potential 
influences of adiponectin and inflammation 
The effect adiposity-induced increased C-peptide levels might have on 
endometrial cancer risk either directly (1), or by further increasing estrogens 
levels (2). This effect excludes the potential influences of adiponectin and 
inflammation biomarkers on C-peptide levels.  

 

 
 

7) The indirect effect through estrogens beyond the potential influences of 
adiponectin, inflammation, and c-peptide  
The effect adiposity-induced increased estrogens levels might have on 
endometrial cancer risk (1). This effect excludes the potential influences of 
adiponectin, inflammation biomarkers, and C-peptide on estrogen levels.   

 

 
 

8 ) The direct effect not through any of the biomarkers  
The effect of adiposity on endometrial cancer risk through pathways not 
captured by the included biomarkers  
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