8.3 Reference values 3: Linear Trapezoidal Linear Interpolation rule; IV
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Settings

Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations: 16
Steady state interval Tau: 12.00

Dose time: 0.00

Dose amount: 120.00

Calculation method: Linear Trapezoidal with Linear Interpolation
Weighting for lambda z calculations: Uniform weighting
Lambda z method: Find best fit for lambda z, Log regression

Summary Table

Time Conc. Pred. Residual AUC AUMC Weight
0.0000 0.0000 0.0000 0.0000
0.5000 62.22 15.56 7.778

1.000 261.2 96.41 80.85

1.500 234.1 220.2 233.9

2.000 234.1 337.3 438.7

2.500 222.9 451.5 695.1

3.000 213.9 560.7 994.8

4.000 196.0 765.7 1708

5.000 199.6 963.5 2599

6.000 196.0 1161 3686

8.000 213.4 1571. 6569.

10.00 * 200.1 197.9 2.174 1984. 1.028e+04 1.000
12.00 * 196.0 192.4 3.626 2380. 1.463e+04 1.000
24.00 * 160.3 162.4 -2.108 4519. 5.183e+04 1.000
48.00 * 110.3 115.8 -5.512 7766. 1.615e+05 1.000
72.00 * 85.24 82.54 2.704 1.01le+04 2.987e+05 1.000

*) Starred values were included in the estimation of Lambda z.

Final Parameters

N Samples 16

Dose 120.0000
Rsq 0.9928
Rsq adjusted 0.9904
Corr_XY -0.9964
No points lambda z 5

Lambda z 0.0141
Lambda z intercept 5.4289
Lambda z lower 10.0000
Lambda z upper 72.0000
HL Lambda z 49.1374
Span 1.2618
Tmax 1.0000

Cmax 261.1770
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Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations:

Steady state interval Tau:

Dose time: 0.
Dose amount:
Calculation method

Weighting for lambda z calculations:

Lambda z method:

Summary Table
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*) Starred values were included in the estimation of Lambda z.

Final Parameters
N Samples

Dose

Rsq

Rsq adjusted
Corr_ XY

No points lambda z
Lambda z
Lambda z intercept
Lambda z lower
Lambda _z upper
HL Lambda z
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AUC %Extrap pred
AUC %Back Ext pred
Tmin

Cmin

Ctau

Cavg

Swing

Swing Tau
Fluctuation%
Fluctuation% Tau
CLss

MRTINF obs

MRTINF pred

Vz

Vss obs

Vss pred
Accumulation Index
AUC TAU

AUC TAU D

AUC_TAU SExtrap
AUMC_TAU

16

120.
.8136
.7763
.9020

0000

0.0033

.4406
.0000
.0000
.5915
.3134
.5000
.3450
.8779
.0000
.0000
.9010
.9311
.5498
.9712
.5498
.1826
.8849
.2649
.0000
.4952
.4291
.0275
.0000
.0000
.0000
76.
81.

0270
6955

Missing

0.
.9484

128

35.
0.
312.
309.
37.
38.
37.
25.
980.
8.
0.
6024.

3856

8869
1224
7208
1137
1892
2788
8373
8216
3458
1695
0000
4953

RPRRPRRERPR

.000
.000
.000
.000
.000
.000
.000



WinNonlin 8.0.0.3176
Formulation=R,Subject=4

Date: 9/09/2019
Time: 18:03:33
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Settings

Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations: 16
Steady state interval Tau: 12.00

Dose time: 0.00

Dose amount: 120.00

Calculation method: Linear Trapezoidal with Linear Interpolation
Weighting for lambda z calculations: Uniform weighting
Lambda z method: Find best fit for lambda z, Log regression

Summary Table

Time Conc. Pred. Residual AUC AUMC Weight
0.0000 0.0000 0.0000 0.0000
0.5000 52.42 13.11 6.553

1.000 208.5 78.35 65.24

1.500 188.9 177.7 188.2

2.000 165.2 266.2 341.7

2.500 147.0 344.3 516.1

3.000 152.7 419.2 722.5

4.000 154.3 572.7 1260.

5.000 128.4 714.1 1890.

6.000 149.8 853.2 2660.

8.000 151.1 1154. 4768.

10.00 136.8 1442. 7344,

12.00 132.3 1711. 1.030e+04

24.00 * 141.2 145.8 -4.547 3352. 4.016e+04 1.000
48.00 * 129.1 121.2 7.930 6597. 1.552e+05 1.000
72.00 * 97.63 100.8 -3.143 9318. 3.140e+05 1.000

*) Starred values were included in the estimation of Lambda z.

Final Parameters

N Samples 16

Dose 120.0000
Rsq 0.9189
Rsq_adjusted 0.8377
Corr_XY -0.9586
No points lambda z 3

Lambda z 0.0077
Lambda z intercept 5.1669
Lambda z lower 24.0000
Lambda z upper 72.0000
HL Lambda z 90.0736
Span 0.5329
Tmax 1.0000
Cmax 208.5420
Cmax D 1.7379
co 0.0000

Tlast 72.0000
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Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations: 16

Steady state interval Tau:

Dose time: 0.
Dose amount:
Calculation method

Lambda z method:

Summary Table
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: Linear Trapezoidal with Linear Interpolation
Weighting for lambda z calculations: Uniform weighting

Find best fit for lambda_z,

Pred. Residual AUC

Log regression
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*) Starred values were included in the estimation of Lambda z.

Final Parameters
N Samples

Dose

Rsq

Rsq adjusted
Corr_ XY

No points lambda z
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Lambda z intercept
Lambda z lower
Lambda _z upper
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WINNONLIN NONCOMPARTMENTAL ANALYSIS PROGRAM
8.0.0.3176
Core Version 22August2017

Settings

Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations:

Steady state interval Tau:

Dose time: 0.00
Dose amount: 120.00
Linear Trapezoidal with Linear Interpolation

Calculation method:

12.00

Weighting for lambda z calculations:
Lambda z method: Find best fit for lambda z,

Summary Table

16

Uniform weighting

Log regressi

on

Time Conc
0.0000 0.0000
0.5000 136.9

1.000 126.6

1.500 118.5

2.000 134.9

2.500 113.2

3.000 130.9

4,000 138.3

5.000 22.72

6.000 53.77

8.000 55.11

10.00 102.9

12.00 * 134.1

24.00 * 108.0

48.00 * 98.47

72.00 * 74.44
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116.1
93.68
75.60
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*) Starred values were included in the estimation of Lambda z.

Final Parameters
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WINNONLIN NONCOMPARTMENTAL ANALYSIS PROGRAM

Settings

Model:

Dose time: 0.00

Dose amount:
Calculation method:

Weighting for lambda z calculations:
Find best fit for lambda_z,

Lambda z method:

Summary Table

120.00

12.00

8.0.0.3176
Core Version 22August2017

Plasma Data, Bolus IV Administration
Number of nonmissing observations:
Steady state interval Tau:

Linear Trapezoidal with Linear Interpolation

Uniform weighting
Log regression

Time Conc
0.0000 0.0000
0.5000 13.63

1.000 62.56

1.500 112.7
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2.500 * 116.3
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*) Starred values were included in the estimation of Lambda z.

Final Parameters
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Rsq

Rsq adjusted
Corr_ XY

No points lambda z
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Lambda z intercept
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HL Lambda z

Span

Tmax

Cmax

Cmax D

co

Tlast

Clast

Clast _pred
AUClast

AUClast D

AUCall

AUCINF obs
AUCINF D obs
AUC_%Extrap obs
AUC %Back Ext obs
AUCINF pred
AUCINF D pred

AUC %Extrap pred
AUC %Back Ext pred
Tmin

Cmin

Ctau

Cavg

Swing

Swing Tau
Fluctuation%
Fluctuation% Tau
CLss

MRTINF obs

MRTINF pred

Vz

Vss obs

Vss pred
Accumulation Index
AUC_TAU

AUC TAU D

AUC_TAU SExtrap
AUMC_TAU

WinNonlin 8.0.0.3176
Formulation=T,Subject=1

106

107.

Mi

0.
116.
17.
0.
70.
68.

Date:

.0000
.8797
.8677
.9379

.0165
.8651
.0000
.0000
.8978
.6707
.0000
.4820
.0457
.0000
.0000
.1910
.4088
.8945
.8408
.8945
.1624
.0930
.2106
.0000
.9926
.6916
.7651
.0000
.0000
.0000
.4760
8089
ssing
1785
3930
6293
0928
2607
7008
.6068
.5172
.3725
.5537
.7065
.7809
.0000
.3005

9/09/2019

e

.000
.000
.000
.000
.000
.000



Time: 18:03:34

WINNONLIN NONCOMPARTMENTAL ANALYSIS PROGRAM
8.0.0.3176
Core Version 22August2017

Settings

Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations: 16
Steady state interval Tau: 12.00

Dose time: 0.00

Dose amount: 120.00

Calculation method: Linear Trapezoidal with Linear Interpolation
Weighting for lambda z calculations: Uniform weighting
Lambda z method: Find best fit for lambda z, Log regression

Summary Table

Time Conc Pred Residual AUC AUMC
0.0000 0.0000 0.0000 0.0000
0.5000 178.9 44.74 22.37

1.000 190.9 137.2 92.45

1.500 164.9 226.1 202.0

2.000 140.0 302.4 333.8

2.500 129.6 369.8 484.8

3.000 131.4 435.0 664.3

4,000 150.9 576.1 1163.

5.000 121.2 712.1 1768.

6.000 139.2 842.4 2489.

8.000 128.5 1110. 4352.

10.00 * 143.2 144.7 -1.453 1382. 6813.

12.00 * 145.0 143.7 1.244 1670. 9985.

24.00 * 133.2 138.0 -4.840 3339. 3.960e+04

48.00 * 137.3 127.2 10.04 6584. 1.570e+05

72.00 * 112.8 117.3 -4.460 9585. 3.336e+05

*) Starred values were included in the estimation of Lambda z.

Final Parameters

N Samples 16

Dose 120.0000
Rsq 0.7861
Rsq_adjusted 0.7148
Corr XY -0.8866
No points lambda z 5

Lambda z 0.0034
Lambda z intercept 5.0085
Lambda z lower 10.0000
Lambda z upper 72.0000
HL Lambda z 204.7857
Span 0.3028
Tmax 1.0000
Cmax 190.8690
Cmax D 1.5906
co 0.0000
Tlast 72.0000
Clast 112.8460
Clast _pred 117.3058
AUClast 9585.4218
AUClast D 79.8785
AUCall 9585.4218

AUCINF obs 42925.0191
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Settings

Model:

Dose time: 0.
Dose amount:
Calculation method

Weighting for lambda z calculations:

Lambda z method:

Summary Table
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: Linear Trapezoidal with Linear Interpolation
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8.0.0.3176
Core Version 22August2017

Plasma Data, Bolus IV Administration
Number of nonmissing observations:
Steady state interval Tau:

Find best fit for lambda_z,
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24.00 * 163.0 146.2 16.77 3641. 4.603e+04 1.000
48.00 * 109.8 124.0 -14.20 6914. 1.562e+05 1.000
72.00 * 110.8 105.2 5.582 9561. 3.152e+05 1.000

*) Starred values were included in the estimation of Lambda z.

Final Parameters

N Samples 16
Dose 120.0000
Rsq 0.8637
Rsq adjusted 0.8442
Corr_ XY -0.9293
No points lambda z 9
Lambda z 0.0069
Lambda z intercept 5.1496
Lambda z lower 4.0000
Lambda z upper 72.0000
HL Lambda z 101.0715
Span 0.6728
Tmax 4.0000
Cmax 169.3340
Cmax D 1.4111
co 0.0000
Tlast 72.0000
Clast 110.7780
Clast _pred 105.1962
AUClast 9561.2600
AUClast D 79.6772
AUCall 9561.2600
AUCINF obs 25714.3934
AUCINF D obs 214.2866
AUC S%Extrap_obs 62.8175
AUC %Back Ext obs 0.0000
AUCINF pred 24900.4861
AUCINF D pred 207.5041
AUC %Extrap pred 61.6021
AUC %Back Ext pred 0.0000
Tmin 0.0000
Cmin 0.0000
Ctau 154.0660
Cavg 144.8717
Swing Missing
Swing Tau 0.0991
Fluctuation% 116.8855
Fluctuation% Tau 10.5390
CLss 0.0690
MRTINF obs 172.0933
MRTINF pred 166.4752
Vz 10.0651
Vss obs 11.8790
Vss pred 11.4912
Accumulation_Index 12.6581
AUC_TAU 1738.4600
AUC TAU D 14.4872
AUC_TAU SExtrap 0.0000
AUMC_TAU 11466.1225
WinNonlin 8.0.0.3176
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WINNONLIN NONCOMPARTMENTAL ANALYSIS PROGRAM
8.0.0.3176
Core Version 22August2017

Settings

Model: Plasma Data, Bolus IV Administration
Number of nonmissing observations: 16
Steady state interval Tau: 12.00

Dose time: 0.00

Dose amount: 120.00

Calculation method: Linear Trapezoidal with Linear Interpolation
Weighting for lambda z calculations: Uniform weighting
Lambda z method: Find best fit for lambda z, Log regression

Summary Table

Time Conc. Pred. Residual AUC AUMC
0.0000 0.0000 0.0000 0.0000
0.5000 57.88 14.47 7.235

1.000 100.5 54.07 39.60

1.500 138.7 113.9 116.7

2.000 147 .3 185.3 242 .4

2.500 154.6 260.8 412.6

3.000 122.3 330.1 601.0

4,000 132.9 457.6 1050.

5.000 126.1 587.1 1631

6.000 140.5 720.4 2368

8.000 115.5 976.4 4135.

10.00 102.2 1194. 6081.

12.00 * 113.8 114.1 -0.3825 1410. 8467.

24.00 * 101.0 104.1 -3.021 2699. 3.121e+04

48.00 * 92.55 86.53 6.024 5022. 1.136e+05

72.00 * 69.50 71.94 -2.439 6967. 2.270e+05

*) Starred values were included in the estimation of Lambda z.

Final Parameters

N Samples 16

Dose 120.0000
Rsq 0.9501
Rsq adjusted 0.9252
Corr XY -0.9747
No points lambda z 4

Lambda z 0.0077
Lambda z intercept 4.8297
Lambda z lower 12.0000
Lambda z upper 72.0000
HL Lambda z 90.1095
Span 0.6659
Tmax 2.5000
Cmax 154.6480
Cmax D 1.2887
co 0.0000
Tlast 72.0000
Clast 69.5010
Clast _pred 71.9399
AUClast 6966.5980
AUClast D 58.0550
AUCall 6966 .5980
AUCINF obs 16001.7597
AUCINF D obs 133.3480
AUC_%Extrap_obs 56.4636

AUC %Back Ext obs 0.0000
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1.000
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AUCINF pred
AUCINF D pred
AUC %Extrap pred
AUC %Back Ext pred
Tmin

Cmin

Ctau

Cavg

Swing

Swing Tau
Fluctuation%
Fluctuation% Tau
CLss

MRTINF obs
MRTINF pred

Vz

Vss_obs

Vss pred
Accumulation Index
AUC_TAU

AUC TAU D
AUC_TAU SExtrap
AUMC_TAU

WinNonlin 8.0.0.3176
Formulation=T,Subject=9

Settings

Model: Plasma Data, Bolus IV Administration

Number of nonmissing observations:

Steady state interval Tau:
Dose time: 0.00

Dose amount:

Calculation method:
Weighting for lambda z calculations:
Find best fit for lambda z,

Lambda z method:

Summary Table
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Linear Trapezoidal with Linear Interpolation
Uniform weighting
Log regression
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*) Starred values were included in the estimation of Lambda z.

Final Parameters
N Samples

Dose

Rsq

Rsq adjusted
Corr_XY

No points lambda z
Lambda_ z
Lambda z intercept
Lambda z lower
Lambda_z_ upper
HL Lambda z

Span

Tmax

Cmax

Cmax D

co

Tlast

Clast

Clast _pred
AUClast

AUClast D

AUCall

AUCINF obs
AUCINF D obs

AUC S%Extrap_obs
AUC %Back Ext obs
AUCINF pred
AUCINF D pred

AUC %Extrap pred
AUC %Back Ext pred
Tmin

Cmin

Ctau

Cavg

Swing

Swing Tau
Fluctuation%
Fluctuation% Tau
CLss

MRTINF obs

MRTINF pred

Vz

Vss obs

Vss pred
Accumulation Index
AUC TAU

AUC TAU D

AUC_TAU SExtrap
AUMC_TAU
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