Table S1A – Pharmacokinetics of lapatinib
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PHASE I/II STUDY OF FORETINIB/LAPATINIB IN HER2 POSITIVE BREAST CANCER - IND.198 
 



 
 



PHARMACOKINETICS FOR LAPATINIB 
(n =  17 patients) 



 
                                                  Day 1                         Day 29 
Dose Level       Parameter                 # pts    Mean   Std Dev       # pts    Mean   Std Dev 
 
Dose Level 1     AUC (ng*hr/mL)             3   22907.84   9060.23        3   14430.87   6072.13 
                 Clast (ng/mL)              3     294.14     39.07        3     235.97     99.43 
                 Cmax (ng/mL)               3    2245.97   1334.60        3    1283.35    654.97 
                 Cmax Dose-Norm (ng/mL/mg)  3       2.99      1.78        3       1.71      0.87 
                 Tmax (hr)                  3       3.33      1.15        3       3.33      1.15 
 
Dose Level 2     AUC (ng*hr/mL)             3   33581.25  29475.05        3   24925.97   4409.84 
                 Clast (ng/mL)              3    1173.88   1202.36        3     770.48    480.11 
                 Cmax (ng/mL)               3    1879.41   1328.53        3    1512.09    237.89 
                 Cmax Dose-Norm (ng/mL/mg)  3       1.88      1.33        3       1.51      0.24 
                 Tmax (hr)                  3       3.33      1.15        3       4.00      0.00 
 
Dose Level 3     AUC (ng*hr/mL)             6   21438.98  11665.80        6   24330.69  14892.16 
                 Clast (ng/mL)              6     461.41    223.22        6    1016.94    891.68 
                 Cmax (ng/mL)               6    1767.53   1076.77        6    1874.32    765.86 
                 Cmax Dose-Norm (ng/mL/mg)  6       1.77      1.08        6       1.87      0.77 
                 Tmax (hr)                  6       4.00      1.26        6       7.00      8.56 
 
Dose Level 4     AUC (ng*hr/mL)             5   19441.19  13020.75        5   34503.86  24637.25 
                 Clast (ng/mL)              5     541.87    342.35        5    1238.85   1077.24 
                 Cmax (ng/mL)               5    1431.32    861.55        5    2268.22   1642.52 
                 Cmax Dose-Norm (ng/mL/mg)  5       1.07      0.64        5       1.66      1.14 
                 Tmax (hr)                  5       7.60      9.21        5       3.40      2.79 
 
Dose Level 1 = 30 mg Foretinib, 750 mg Lapatinib 
Dose Level 2 = 30 mg Foretinib, 1000 mg Lapatinib 
Dose Level 3 = 45 mg Foretinib, 1000 mg Lapatinib 
Dose Level 4 = 45 mg Foretinib, 1250 mg Lapatinib 



* 
 
 
 
 
 
 
 
* no change 
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PHASE I/II STUDY OF FORETINIB/LAPATINIB IN HER2 POSITIVE BREAST CANCER - IND.198 
 



PHARMACOKINETICS FOR FORETINIB 
(n =  17 patients) 



 



                                                  Day 29 
Dose Level       Parameter                 # pts    Mean   Std Dev 
 



Dose Level 1     AUC (ng*hr/mL)             3     622.37    277.11 
                 Clast (ng/mL)              3      15.67      4.95 
                 Cmax (ng/mL)               3      39.73     18.72 
                 Cmax Dose-Norm (ng/mL/mg)  3       1.32      0.62 
                 Tmax (hr)                  3       3.33      1.15 
 



Dose Level 2     AUC (ng*hr/mL)             3    1033.70    894.48 
                 Clast (ng/mL)              3      30.91     30.74 
                 Cmax (ng/mL)               3      58.81     45.75 
                 Cmax Dose-Norm (ng/mL/mg)  3       1.96      1.52 
                 Tmax (hr)                  3       3.00      1.73 
 



Dose Level 3     AUC (ng*hr/mL)             5     975.76    213.81 
                 Clast (ng/mL)              6      31.48     12.49 
                 Cmax (ng/mL)               6      59.44     12.79 
                 Cmax Dose-Norm (ng/mL/mg)  6       1.32      0.28 
                 Tmax (hr)                  6       8.00      8.29 
 



Dose Level 4     AUC (ng*hr/mL)             5     987.84    414.70 
                 Clast (ng/mL)              5      37.11     24.08 
                 Cmax (ng/mL)               5      58.38     19.55 
                 Cmax Dose-Norm (ng/mL/mg)  5       1.30      0.43 
                 Tmax (hr)                  5       8.00      9.27 
 



Dose Level 1 = 30 mg Foretinib, 750 mg Lapatinib 
Dose Level 2 = 30 mg Foretinib, 1000 mg Lapatinib 
Dose Level 3 = 45 mg Foretinib, 1000 mg Lapatinib 
Dose Level 4 = 45 mg Foretinib, 1250 mg Lapatinib 



 
 
 



 
CMET IHC RESULTS 
(n =  17 patients) 



 
MET IHC                      PR        SD        PD        IN 
 



Negative                                4        10         1 
Missing                                 1         1         0 
 



Total                                   5        11         1 
 
 
 
 
 



CMET IHC RESULTS 
(n =  17 patients) 



 
MET IHC                     NON-PD     PD 
 



Negative                      5        10 
Missing                       1         1 
 



Total                         6        11 
 



CMET IHC RESULTS 
(n =  17 patients) 



 
MET IHC                      PR        SD        PD        IN 
 



0                                       1         9         1 
1                                       3         0         0 
2                                       0         1         0 
Missing                                 1         1         0 
 



Total                                   5        11         1 
 
 
 



CMET IHC RESULTS 
(n =  17 patients) 



 
MET IHC                     NON-PD     PD 
 



0                             2         9 
1                             3         0 
2                             0         1 
Missing                       1         1 
 



Total                         6        11 
 
 



 
 



CMET IHC Results including non-CR/PD patients (Cutpoint 0) 
 
                   CR/PR     SD        PD        IN 
 
IHC Negative                 1         9         1 
IHC Positive                 3         1 
 



C-Met results unavailable for  4 patients: 
(2 patients had insufficient tumour tissue; 2 patients IHC ND as tissue returned  
to site prior to testing) 











