
                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.1.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 1 Subjects

 

                                                         12 to < 18 Years Old: LDV/SOF (90/400 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                                                             GS-331007

                                                                              ________________________________________________________________________

                                                                Creatinine                                AUCtau                                  Cmax

Subject Population                                               Clearance                             (h*ng/mL)                               (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                                       10                                    10                                    10

Mean (SD)                                                    140.7 (25.64)                     12682.5 (1732.66)                       1007.6 (216.72)

CV (%)                                                                18.2                                  13.7                                  21.5

Median                                                               132.8                               12340.9                                1002.5

Min, Max                                                      104.6, 180.5                      10039.8, 15323.0                         531.0, 1370.0

Geometric Mean                                                       138.7                               12575.8                                 982.7

 

LDV/SOF NDA Adult Population

N                                                                     2115                                  2113                                  2113

Mean (SD)                                                    108.4 (31.89)                     12454.4 (3638.42)                        735.7 (207.11)

CV (%)                                                                29.4                                  29.2                                  28.2

Median                                                               103.0                               11892.6                                 711.5

Min, Max                                                       46.1, 285.1                       1788.8, 32000.0                          83.1, 1693.3

Geometric Mean                                                       104.1                               11954.7                                 707.4

 

 

GMR (%): Pediatric Population/                                      133.15                                105.20                                138.92

LDV/SOF NDA Adult Population

90% CI (%)                                                (115.12, 154.00)                       (90.61, 122.13)                      (119.84, 161.04)

 

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c1.out 01OCT2018:20:29                                        Page 1 of 2



                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.1.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 1 Subjects

 

                                                         12 to < 18 Years Old: LDV/SOF (90/400 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                 LDV                                                      SOF

                                         ____________________________________________________    _____________________________________________________

Subject Population                                         AUCtau                        Cmax                      AUCtau                         Cmax

(Continued)                                             (h*ng/mL)                     (ng/mL)                   (h*ng/mL)                      (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                              10                          10                          10                           10

Mean (SD)                                       10202.4 (5196.49)              563.5 (232.14)             2175.7 (578.92)              1139.6 (651.56)

CV (%)                                                       50.9                        41.2                        26.6                         57.2

Median                                                     9592.7                       568.0                      1989.6                       1095.0

Min, Max                                          4633.6, 23220.9               254.0, 1090.0              1366.1, 3195.6                174.0, 2750.0

Geometric Mean                                             9267.8                       522.7                      2106.4                        960.9

 

LDV/SOF NDA Adult Population

N                                                            2113                        2113                        1542                         1542

Mean (SD)                                        8533.8 (5190.84)              363.9 (186.96)             1375.8 (467.89)               658.6 (223.89)

CV (%)                                                       60.8                        51.4                        34.0                         34.0

Median                                                     7163.0                       322.0                      1312.6                        657.0

Min, Max                                           416.3, 49142.7                19.6, 1907.6               511.2, 6685.9                 87.7, 2536.9

Geometric Mean                                             7287.1                       323.4                      1317.5                        617.6

 

 

GMR (%): Pediatric Population/                             127.18                      161.64                      159.88                       155.58

LDV/SOF NDA Adult Population

90% CI (%)                                        (94.89, 170.45)            (125.30, 208.54)            (137.89, 185.37)             (127.18, 190.32)

 

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c1.out 01OCT2018:20:29                                        Page 2 of 2



                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.2.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 2 Subjects

 

                                                         6 to < 12 Years Old: LDV/SOF (45/200 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                                                             GS-331007

                                                                              ________________________________________________________________________

                                                                Creatinine                                AUCtau                                  Cmax

Subject Population                                               Clearance                             (h*ng/mL)                               (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                                       10                                    10                                    10

Mean (SD)                                                    155.5 (31.09)                      8210.3 (2542.42)                        797.4 (193.15)

CV (%)                                                                20.0                                  31.0                                  24.2

Median                                                               144.0                                7677.1                                 816.5

Min, Max                                                      124.0, 219.7                       5071.5, 12511.6                         522.0, 1110.0

Geometric Mean                                                       153.0                                7861.2                                 775.7

 

LDV/SOF NDA Adult Population

N                                                                     2115                                  2113                                  2113

Mean (SD)                                                    108.4 (31.89)                     12454.4 (3638.42)                        735.7 (207.11)

CV (%)                                                                29.4                                  29.2                                  28.2

Median                                                               103.0                               11892.6                                 711.5

Min, Max                                                       46.1, 285.1                       1788.8, 32000.0                          83.1, 1693.3

Geometric Mean                                                       104.1                               11954.7                                 707.4

 

 

GMR (%): Pediatric Population/                                      146.90                                 65.76                                109.66

LDV/SOF NDA Adult Population

90% CI (%)                                                (127.01, 169.91)                        (56.62, 76.37)                       (94.60, 127.12)

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

Note: Subjects 52016, 52017 (overdosed) were excluded from the comparison.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c2.out 01OCT2018:20:29                                        Page 1 of 2



                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.2.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 2 Subjects

 

                                                         6 to < 12 Years Old: LDV/SOF (45/200 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                 LDV                                                      SOF

                                         ____________________________________________________    _____________________________________________________

Subject Population                                         AUCtau                        Cmax                      AUCtau                         Cmax

(Continued)                                             (h*ng/mL)                     (ng/mL)                   (h*ng/mL)                      (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                              10                          10                           9                           10

Mean (SD)                                        7288.3 (4547.33)              430.2 (244.74)             1754.4 (419.18)               934.8 (346.45)

CV (%)                                                       62.4                        56.9                        23.9                         37.1

Median                                                     6926.8                       409.5                      1684.8                        861.5

Min, Max                                          2023.3, 15960.2                108.0, 902.0              1017.7, 2303.8                561.0, 1610.0

Geometric Mean                                             5993.8                       364.1                      1705.9                        883.9

 

LDV/SOF NDA Adult Population

N                                                            2113                        2113                        1542                         1542

Mean (SD)                                        8533.8 (5190.84)              363.9 (186.96)             1375.8 (467.89)               658.6 (223.89)

CV (%)                                                       60.8                        51.4                        34.0                         34.0

Median                                                     7163.0                       322.0                      1312.6                        657.0

Min, Max                                           416.3, 49142.7                19.6, 1907.6               511.2, 6685.9                 87.7, 2536.9

Geometric Mean                                             7287.1                       323.4                      1317.5                        617.6

 

 

GMR (%): Pediatric Population/                              82.25                      112.59                      129.48                       143.11

LDV/SOF NDA Adult Population

90% CI (%)                                        (61.34, 110.30)             (87.23, 145.34)            (110.79, 151.32)             (117.16, 174.82)

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

Note: Subjects 52016, 52017 (overdosed) were excluded from the comparison.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c2.out 01OCT2018:20:29                                        Page 2 of 2



                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.3.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 3 Subjects

 

                                                         3 to < 6 Years Old: LDV/SOF (45/200 mg or 33.75/150 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                                                             GS-331007

                                                                              ________________________________________________________________________

                                                                Creatinine                                AUCtau                                  Cmax

Subject Population                                               Clearance                             (h*ng/mL)                               (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                                       13                                    13                                    13

Mean (SD)                                                    178.7 (30.92)                     11688.9 (3400.79)                       1001.3 (233.39)

CV (%)                                                                17.3                                  29.1                                  23.3

Median                                                               178.3                               11391.2                                 952.0

Min, Max                                                      129.6, 220.2                       7742.1, 17732.4                         725.0, 1510.0

Geometric Mean                                                       176.1                               11246.9                                 978.0

 

LDV/SOF NDA Adult Population

N                                                                     2115                                  2113                                  2113

Mean (SD)                                                    108.4 (31.89)                     12454.4 (3638.42)                        735.7 (207.11)

CV (%)                                                                29.4                                  29.2                                  28.2

Median                                                               103.0                               11892.6                                 711.5

Min, Max                                                       46.1, 285.1                       1788.8, 32000.0                          83.1, 1693.3

Geometric Mean                                                       104.1                               11954.7                                 707.4

 

 

GMR (%): Pediatric Population/                                      169.14                                 94.08                                138.26

LDV/SOF NDA Adult Population

90% CI (%)                                                (148.87, 192.16)                       (82.51, 107.27)                      (121.46, 157.39)

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

Note: Subject 52033 was taking a long time for each dose to be administered.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c3.out 01OCT2018:20:29                                        Page 1 of 2



                                                                                                                                 Gilead Sciences, Inc.

                                                                                                                            Study GS-US-337-1116 SVR24

          Table 15.10.3.7: Summary of PK Exposures from Pediatric Subjects in Study 337-1116 Compared with Adult Subjects in LDV/SOF Program

                                                      PK Lead-in Phase Intensive PK Analysis Set

                                                                  Cohort 3 Subjects

 

                                                         3 to < 6 Years Old: LDV/SOF (45/200 mg or 33.75/150 mg)

______________________________________________________________________________________________________________________________________________________

 

                                                                 LDV                                                      SOF

                                         ____________________________________________________    _____________________________________________________

Subject Population                                         AUCtau                        Cmax                      AUCtau                         Cmax

(Continued)                                             (h*ng/mL)                     (ng/mL)                   (h*ng/mL)                      (ng/mL)

______________________________________________________________________________________________________________________________________________________

 

Pediatric Population

N                                                              13                          13                           3                           13

Mean (SD)                                        9316.3 (3280.51)              531.2 (151.40)             2495.2 (412.64)              1417.5 (787.41)

CV (%)                                                       35.2                        28.5                        16.5                         55.5

Median                                                     8957.3                       467.0                      2260.1                       1350.0

Min, Max                                          4172.0, 15441.7                259.0, 769.0              2253.9, 2971.7                227.0, 3210.0

Geometric Mean                                             8778.3                       509.9                      2473.7                       1188.4

 

LDV/SOF NDA Adult Population

N                                                            2113                        2113                        1542                         1542

Mean (SD)                                        8533.8 (5190.84)              363.9 (186.96)             1375.8 (467.89)               658.6 (223.89)

CV (%)                                                       60.8                        51.4                        34.0                         34.0

Median                                                     7163.0                       322.0                      1312.6                        657.0

Min, Max                                           416.3, 49142.7                19.6, 1907.6               511.2, 6685.9                 87.7, 2536.9

Geometric Mean                                             7287.1                       323.4                      1317.5                        617.6

 

 

GMR (%): Pediatric Population/                             120.46                      157.69                      187.76                       192.41

LDV/SOF NDA Adult Population

90% CI (%)                                        (93.18, 155.73)            (126.13, 197.15)            (143.41, 245.82)             (161.16, 229.71)

 

 

 

 

______________________________________________________________________________________________________________________________________________________

Note: LDV/SOF Adult Population = HCV-infected adult subjects administered LDV/SOF in Phase 2 and 3 studies.

Note: GMR = Geometric Mean Ratio.

Note: CrCl (Creatinine Clearance) for pediatric population was derived by Schwartz equation. CrCl for adult population was derived by

Cockcroft-Gault equation.

Note: Subject 52033 was taking a long time for each dose to be administered.

 

Data Extracted: CRF Data: 26SEP2018, Lab Data: 25SEP2018.

Source: .../svr24/version1/prog/t-pkcomp.sas v9.4  Output file: t-pkcomp-p-a-c3.out 01OCT2018:20:29                                        Page 2 of 2




