
Supplementary Table 7 -Estimated natural direct and indirect effects using sequential mediation analysis, continuous exposure variables  

 Body Mass Index per 5 kg/m2 Waist Circumference per 10 cm 

 Complete Case Multiple Imputation Complete Case Multiple Imputation 

Number of cases/ number of controls 
  

131/259 
  

163/306 
  

131/259 
  

163/306 

 Odds Ratio (95% CI) Odds Ratio (95% CI) 
% mediated on 
log odds scale Odds Ratio (95% CI) Odds Ratio (95% CI) 

% mediated on 
log odds scale 

Total effect (estimated as the product 
of natural direct and indirect effects)  1.54 (1.17 to 2.03) 1.58 (1.24 to 2.03)   1.38 (1.09 to 1.73) 1.37 (1.13 to 1.67)   
Natural indirect effect through all the 
biomarkers 1.21 (0.95 to 1.53) 1.21 (0.98 to 1.48) 41% 1.25 (1.02 to 1.54) 1.25 (1.05 to 1.50) 71% 
Natural indirect effect through reduced 
adiponectin and increased 
inflammation 1.10 (0.92 to 1.32) 1.13 (0.96 to 1.34) 27% 1.09 (0.99 to 1.20) 1.20 (1.04 to 1.39) 57% 
Natural indirect effect through reduced 
adiponectin levels  1.06 (0.99 to 1.12) 1.07 (1.01 to 1.14) 15% 1.09 (0.99 to 1.20) 1.11 (1.02 to 1.21) 33% 
Natural indirect effect through 
increased inflammation, beyond the 
potential influence of adiponectin 1.04 (0.88 to 1.24) 1.06 (0.91 to 1.23) 12% 1.07 (0.94 to 1.21) 1.08 (0.96 to 1.21) 25% 
Natural indirect effect through 
increased c-peptide levels, beyond the 
potential influences of adiponectin and 
inflammation 1.01 (0.94 to 1.09) 1.00 (0.94 to 1.06) 0% 1.02 (0.95 to 1.08) 1.01 (0.96 to 1.06) 2% 
Natural indirect effect through 
increased free estradiol and estrone 
levels, beyond the potential influences 
of adiponectin, inflammation, and c-
peptide 1.08 (0.95 to 1.24) 1.07 (0.95 to 1.19) 14% 1.06 (0.95 to 1.18) 1.04 (0.96 to 1.13) 12% 
Natural direct effect not through any of 
the biomarkers 1.28 (0.92 to 1.77) 1.31 (0.98 to 1.76)   1.10 (0.81 to 1.49) 1.09 (0.85 to 1.41)   
Confounders included age at blood collection, country region, age at menarche, number of full-term pregnancies, history of oral contraceptive use, history of hormone therapy, physical 
activity, and smoking status.  For complete case analyses, the reported 95% CIs are constructed from 1,000 bootstrap draws. For multiple imputation analysis mediation analyses were 
performed within each of the 20 imputed datasets and resulting estimates and standard errors (derived from 1,000 bootstrap draws) were pooled to obtain the multiple imputation estimates 
and 95% confidence intervals.  
These models assume that the NDE and NIEs are the same for every 5-unit increment in BMI or 10-unit increment in waist circumference. For example, they assume that the effects are the 
same for a change in BMI from 29 to 30 as for a change in BMI from 19 to 20.  

 
  


