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focused on some parameters only (partial SCM), it is often assumed that

, , , Type 1 errors when the true relation was not included (Table 2)
covariate relations for a parameter can be developed independently

Table 1: dOFV and Type 1 error for alternate models for PK based models. Estimates in
red indicate the power of detecting the true covariate-parameter relation
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Table : Bias of parameter when the true relation is not included in the alternate model. for sparse
and rich designs. Estimates in red indicate bias of the true relation parameter

SPARSE DATA
Bias on TVCL

Simulation|/Alternat Base Cov onTVKA CovonTVCL CovonTVV CovonF

e Model—

Base NA 4.0 (2.7,5.4) 4.6 (2.8,6.4) 4.0 (2.7,5.3) 4.5 (3.0,5.9)
Cov on TVKA -5.8 (-7.3,-4.2) 3.3 (2.2,4.5) 4.0 (1.4,6.5) 3.2 (1.6,4.9) -9.9 (-11.6,-8.2)
CovonTVCL -47.7 (-49.0,-46.2) -49.7 (-51.0,-48.5) 2.9 (0.9,5.0) -62.3 (-63.2,-61.3) -38.7 (-40.1,-37.4)
CovonTVV 7.5 (7.0,8.18) 3.1 (2.5, 3.6) 5.6 (5.0,6.2) 0.8 (0.2,1.5) 21.7 (21.0,22.3)
CovonF -28.0 (-29.6,-26.5) -24.7 (-25.5,-23.9) 2.1 (1.3,2.9) -40.3 (-40.9,-39.7) 2.4 (0.9,3.9)

BiasonTVV

Simulation |/Alternat Base Cov on TVKA Cov onTVCL Cov onTVV Cov on F

e Model—

Base NA -44.0 (-51.1,-37.0) 6.76 (-9.86,-3.6) 49 (-7.7,-2.1) 5.4 (-8.2,-2.7)
Cov on TVKA 155 (12.7,18.3) 2.2 (-4.6,0.17) 0.2 (-4.1,4.6) 33.6 (32.2, 35.0) 16.4(13.6,19.2)
Cov onTVCL 25.3 (24.0,26.6) 22.0 (20.7.23.2) 0.8 (-2.9,1.3) 46.5 (44.6,48.4) 28.7 (27.4,30.0)
Cov on TVV -37.0 (-38.0,-36.1) | -23.5(-24.0,-23.0) | -37.9 (-39.0,-36.8) 1.9 (0.09, 3.8) -30.9 (-31.8,-29.9)
CovonF 12,0 (-13.5,-10.5) 172 (-180,-164) | -15.8 (-16.4,-15.1) 36.3 (35.1,37.5) 0.6 (-1.4,2.6)

Bias on TVKA

:im:itlii"“ Alternat Base Cov on TVKA Cov onTVCL Cov on TVV Cov on F
Base NA -21.6 (-31.2,-12.1) -24.50 (-9.8,-3.6) -18.6 (-28.0,-9.2) -20.4 (-29.9,-11)
Cov on TVKA 27.9 (19.2, 36.5) -8.4 (-14.8,-2.0) -17.8 (-31.2,-4.3) | -30.5(-41.2,-19.8) 37.6 (28.6, 46.5)
Cov onTVCL 73.3 (69.6,77.0) 78.3 (74.4,82.1) -2 (-7.4,3.4) 82.5 (79.2,85.9) 65.1 (61.9,68.3)
Cov onTVV -80.4 (-84.8,-75.9) -22.1 (-24.0,-20.2) -82.5 (-87.6,-77.5) 5.1 (0.3,10.0) -85.8 (-89.4,-82.3)
CovonF 28.1 (22.2,33.9) -7.9 (-10.9,-4.9) 19.4 (17.1,21.7) 93.4 (90.2,96.6) 0.1 (-6.2,6.5)
RICH DATA
Bias on TVCL
fri‘r:tili:i::elllﬁlte Base Cov on TVKA CovonTVCL CovonTVV CovonF
Base NA 0.07 (-0.5, 0.6) 0.06 (-0.5, 0.7) 0.06 (-0.5,0.6) | -0.04 (-0.5,0.67)
Cov on TVKA 0.008 (-0.6, 0.6) 0.3 (-0.2,0.8) -0.8 (-1.7,0.1) -0.1(-0.7,046) | -4.9 (-5.6,-4.1)
Cov on TVCL -5.2 (-5.7,-4.6) | -5.2(-5.8,-4.6) | 0.2(-0.5, 1.0) | -5.2(-5.8,-4.6) | -3.5(-4.1,-2.9)
Cov onTVV 0.3 (-0.3,0.9) 0.4 (-0.2,1.4) -0.46 (-0.2,1.1) -0.2 (-0.8,0.4) 1.6 (0.9,2.3)
CovonF 57 (-63,-52) | -5.5(-6.1,-5.0) 0.8 (-1.4,-0.2) | -28.0(-28.6,-27.3) | 0.1 (-0.6,0.8)
Bias onTVV
f:;:'i::’:i{ Alte Base CovonTVKA | CovonTVCL | CovonTVV Cov on F
Base NA 0.4 (-0.2,1.1) 0.4 (0.2, 1.1) 0.67 (-0.03,1.4) | 0.65 (-0.05,1.3)
Cov on TVKA 1.0 (0.2,1.7) 0.06 (-0.7, 0.8) 1.0 (0.2,1.7) 7.2 (-8.0,-6.4) -3.9 (-4.7,-3.0)
Cov onTVCL 0.04 (-0.6, 0.7) 0.06 (-0.6,0.7) -0.2 (-1.0,0.5) 0.11(-0.5,-0.7) 1.6 (1.0,2.3)
Cov on TVV -5.8 (-6.4,-5.1) | -5.8(-6.4,-5.2) | -5.8(-6.4,-5.2) | -0.1(-1.0,0.8) | -4.5(-5.1,-3.8)
CovonF 5.5 (-6.1,-4.9) 5.4 (-6.0,-4.8) | -27.4(-28.1,-26.7) | -0.15 (-0.6,0.9) 0.5 (-0.3,1.3)
Bias on TVKA
fli::t:IaMti:;elllilte Base Cov on TVKA CovonTVCL CovonTVV CovonF
Base NA 27.3 (-28.12,-265)| 1.9 (0.8,3.0) 1.9 (0.9, 3.0) 1.9 (0.9,3.0)
Cov on TVKA -2.85 (-4.1,-1.5) | 0.4 (-0.9,1.8) | -2.83 (-4.1,-1.5) | -2.5(-3.8,-1.3) | -2.67 (-3.9,-1,3)
Cov onTVCL -0.05 (-1.0, 0.9) 0.25(-0.8, 1.3) 0.9 (-0.03,1.9) -0.2 (-1.2,0.8) -0.05 (-1.1,0.9)
Cov onTVV 0.2 (-0.6,1.2) 1.3 (0.3,2.2) 0.1 (-0.7,1.1) -0.5 (-1.5,0.5) 0.3 (-0.5,1.2)
CovonF 0.7 (0.2, 1.6) 3.3 (2.3,4.3) 2.3 (1.3,3.3) 1.4 (0.5,2.3) 1.4 (0.6,2.3)
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