
Supplementary Data B 

Pharmacokinetic and Synergy 

Modeling 
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Everolimus PK 

2 

Vc =4.0 

L kg-1 

K(0,2) = 0.38 h-1 
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K(1,2) = 2.0 h-1 

Dose = 5 mg/kg 

K(2,3) = 1.12 h-1 

K(3,2) = 0.64 h-1 
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Everolimus 5 mg/kg QD
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Irinotecan/SN-38 

Irinotecan and SN-38 Plasma PK
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Dose = 10 mg/kg 

K(0,1)IRI 

K(0,3)SN38 
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V3 

Parameter  Value 

V1  (L/kg)            2.8 

V3  (L/kg)            2.7 

k(0,1)  (hr-1) 0.25 

k(0,3) (hr-1)          4.67 

k(1,2) (hr-1)          1.15 

k(2,1) (hr-1)          0.87 

k(3,1) (hr-1)          1.91 

k(3,4) (hr-1)          1.38 

k(4,3) (hr-1)         5.22 



Parameter Control IRI RAD 

0 [day-1] (SD) 0.067 (0.045) 

1 [cm3/day] (SD) 0.203 (0.148) 

T0 [cm3] (SD) 0.042 (0.027) 0.037 (0.012) 0.042 (0.018) 

k1 [mL/ng*day-1] (SD) 0.0092 (0.0023) 

k2 [mL/ng*day-1] (SD) 0.000263 (0.00015) 

Table SB.1.  HT29 (BRAF and PIK3CA mutant) Parameter Values 

Parameter Control IRI RAD 

0 [day-1] (SD) 0.086 (0.053) 

1 [cm3/day] (SD) 0.187 (0.185) 

T0 [cm3] (SD) 0.019 (0.019) 0.023 (0.007) 0.013 (0.006) 

k1 [mL/ng*day-1] (SD) 0.0149 (0.0086) 

k2 [mL/ng*day-1] (SD) 0.000482 (0.00011) 

Table SB.2.  HCT116 (KRAS and PIK3CA mutant) Parameter Values 
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HT-29 RAD001 



HT-29 RAD + Irinotecan 



HCT116 Control 



HCT116 Irinotecan 



HCT116 RAD001 



HCT116 RAD + Irinotecan 


