
SUPPLEMENTARY TABLES 

 

Supplementary Table 1. Overview of the corresponding ∆Ct values belonging to the RT-PCR results as shown in Supplementary Data 2. 

Analysis of the results was done by the comparative Ct method. Quantification of the target cDNAs in all samples was normalized against the 

endogenous control GAPDH (CtCes1X – CtGAPDH = ∆Ct). Accordingly, the lower the values, the higher the expression levels. Three mice were used 

for each strain, except for “low” wild-type with two mice and “high” wild-type with only one mouse in this strain. 

 

 Strain 

Gene “low” wild-type “high” wild-type Abcb1a/1b(-/-) Abcg2(-/-) Abcb1a/1b;Abcg2(-/-) 

Ces1b 2.67 -0.02 -0.40 ± 0.03 -0.63 ± 0.07 -0.47 ± 0.13 

Ces1c 4.75 -0.74 -1.39 ± 0.11 -1.49 ± 0.15 -1.34 ± 0.12 

Ces1d 18.07 5.04 2.76 ± 0.23 2.78 ± 0.41 2.86 ± 0.15 

Ces1e 5.23 3.72 3.37± 0.38 2.72 ± 0.40 2.73 ± 0.19 

Ces1f 1.93 2.35 3.27 ± 0.22 2.64 ± 0.11 2.71 ± 0.21 

Ces1g 1.88 2.59 5.03 ± 1.86 2.64 ± 0.17 2.38 ± 0.31 

Ces2a 2.44 2.73 2.71 ± 0.09 2.60 ± 0.08 2.53 ± 0.11 

 

 



Supplementary Table 2. Overview of the corresponding ∆Ct values belonging to the RT-PCR results as shown in Figure 4. Analysis of the 

results was done by the comparative Ct method. Quantification of the target cDNAs in all samples was normalized against the endogenous control 

GAPDH (CtCes1X – CtGAPDH = ∆Ct). Accordingly, the lower the values, the higher the expression levels. Three mice were used for each strain, except 

for “high” wild-type with only 2 mice in this strain. 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 Strain 

Gene “low” wild-type “high” wild-type Abcb1a/1b(-/-) Abcg2(-/-) Abcb1a/1b;Abcg2(-/-) 

Ces1b 3.49 ± 0.13 1.00  -0.21 ± 0.09 0.29 ± 0.11 0.62 ± 0.04 

Ces1c 6.07 ± 0.06 0.07  -1.28 ± 0.10 -0.81 ± 0.07 -0.51 ± 0.05 

Ces1d 17.36 ± 0.38 3.68  1.69 ± 0.48 3.15 ± 0.40 2.92 ± 0.33 

Ces1e 6.10 ± 0.05 3.12  1.99 ± 0.07 2.48 ± 0.39 2.41 ± 0.21 



Supplementary Table 3: Overview of the corresponding ΔCt values belonging to the RT-PCR results for the knockdown experiment as 

shown in Figure 5. Analysis of the results was done by comparative Ct method. Quantification of the target cDNAs in all samples was normalized 

against the endogenous control β-actin (CtCes1c – Ctβ-actin = ΔCt). Accordingly, the lower the values, the higher the expression levels. Five and seven 

mice were used for the siNEG- and siCes1c-injected male Abcb1a/1b(-/-) mice, respectively 

 

 Treatment  

Gene siNEG siCes1c Fold difference 

Ces1c -4.54 ± 0.21 0.77 ± 0.33*** 40.2 

 

*** indicates P < 0.001 compared with siNEG-injected male Abcb1a/1b(-/-) mice. 

 

 

 

 

 

 

 

 



Supplementary Table 4. Pharmacokinetic parameters, liver concentration, brain concentration and brain-to-liver ratio of everolimus in 

siNEG- or siCes1c-injected male Abcb1a/1b(-/-) mice receiving a single oral dose of everolimus (2 mg/kg) 

 

 Treatment 

Parameter siNEG siCes1c 

AUC0-3hr, ng/ml.hr 10528.8 ± 1419.5 1197.0 ± 259.2*** 

Fold increase AUC0-3hr 1.0 0.11 

Cmax, ng/ml 4830.9 ± 646.8 546.7 ± 179.4 

Tmax, hr 0.5 0.5 

Cliver, ng/g 829.9 ± 119.2 553.5 ± 68.8*** 

Fold increase Cliver 1.0 0.67 

Cbrain, ng/g 122.7 ± 33.4 227.7 ± 80.9* 

Fold increase Cbrain 1.0 1.9 

Brain-to-liver ratio 0.15 ± 0.02 0.42 ± 0.17** 

Fold increase brain-to-plasma ratio 1.0 2.88 

 

All data are presented as mean ± SD (n = 5-7). *, ** and *** indicate P < 0.05, P < 0.01 and P < 0.001 compared with siNEG-injected male 

Abcb1a/1b(-/-) mice, respectively. Abbreviations: AUC0-3hr: area under plasma concentration time curve from 0 to 3 hr; Cmax, maximum plasma 



concentration; Tmax: time to reach maximum drug concentration in plasma; Cliver, liver concentration of drug at 3 hr after oral administration; Cbrain, 

brain concentration of drug at 3 hr after oral administration. 

 

 

 

Supplementary Table 5. Pharmacokinetic parameters of everolimus in blood of wild-type, Abcb1a/1b(-/-), Cyp3a(-/-) and 

Abcb1a/1b;Cyp3a(-/-) mice receiving oral everolimus (2 mg/kg)  

 

 Strain 

 “low” wild-type “high” wild-type Abcb1a/1b(-/-) Cyp3a(-/-) Abcb1a/1b;Cyp3a(-/-) 

AUC0-24hr, ng/ml.hr 321.6 ± 43.5 11625 ± 1581*** 17147 ± 4103*** 90745 ± 11316*** 88709 ± 9994*** 

Fold increase AUC0-24hr 1.0 36.2 53.3 282.2 275.9 

Cmax, ng/ml 40.3 ± 14.5 1225.5 ± 159.7 2141.4 ± 438.1 5064.1 ± 873.4 5072.9 ± 340.5 

Tmax, hr 0.5 1.0 0.5 6.0 1.0 

 

All data are presented as mean ± SD (n = 3-5). *** indicates P < 0.001 compared with “low” wild-type mice. Abbreviations: AUC0-24hr: area under 

plasma concentration time curve from 0 to 24 hr; Cmax, maximum blood concentration; Tmax: time to reach maximum drug concentration in blood.  

 


