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Linkage of GFR on chromosome 2q35-37 
GFR was estimated using the recently recalculated Cockcroft-Gault (GFR-CG) and the simplified 
Modification of Diet in Renal Disease (GFR-4VMDRD) formulae (5). Given that these two measures 
were not validated in the Mexican American population, we previously determined correlations between 
these two measures, both phenotypic and genetic, which indicated that about 62-64% of the variation is 
commonly shared by these two GFR measures. As can be seen, there is a distinct sizable proportion of 
variance between the two estimates, in turn suggesting the existence of some loci differentially 
influencing these surrogate measures of GFR. While, both estimates of GFR exhibited significant 
heritability, only the GFR-CG showed significant genotype and diabetes (G x T2DM) interaction effects 
in our data. Subsequently, we performed multipoint linkage analyses on both GFR measures using 
models that did not include G x T2DM interaction effects and that included G x T2DM interaction 
effects. The strongest evidence for linkage of GFR-CG was found on chromosome 2q35-37 near the 
markers D2S1363-D2S427 for both models. The significant LOD score was obtained from the model 
that accounted for the interaction influences (LODc = 3.3). These findings suggest that the genetic 
location at the 2q35-37 chromosomal region differentially influences GFR in diabetic and nondiabetic 
environments in the Mexican American population. 
 
Details on the adjustment of 2df to 1df 
Since the G × T2DM interaction model used had an additional QTL variance compared with the 
standard linkage model, a correction was made for the increase in degrees of freedom and referred to it 
as the corrected LOD score (LODc). The LODc assumes that environment-specific QTL effects are 
independent under the null and that the corresponding test statistic is asymptotically distributed as a 
1/4:1/2:1/4 mixture of χ2
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0. We used the corrected LOD score instead of the (uncorrected) 

observed LOD score under the G x E interaction model for the presentation of the data. 
 
The β coefficients and P values of the covariates used 
For GFR-CG, the following covariates (β coefficients and P values) were considered: age (-1.13, < 
0.0001); age2 (-0.01, 0.0006); sex (6.24, 0.0007), diabetes (15.3, < 0.0001), duration of diabetes (-5.80, 
0.0003); SBP (0.19, 0.0014, and antihypertensive medications (3.90, 0.2429). For GFR-MDRD, the 
adjustments were made for the following covariate influences: age (-0.58, < 0.0001), sex (-1.88, 0.2107), 
diabetes (11.00, < 0.0001), duration of diabetes (-3.57, 0.0064), BMI (0.10, 0.3407), SBP (0.02, 0.6671), 
and antihypertensive medications (3.93, 0.1546). 
 
 


