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SUPPLEMENTARY MATERIALS

Results for FOCEI
[image: image1.png]Preaicted shrinkage(“)

40 60 80 100

20

o
1S]
set -
Tsei
Isci ~
Isc2 28
2 5
Isc2 <3
S
2o
£ ©
=
&
- Q
o 39
L
'nU) HIH
o
a N M
o

20 40 60 80
Observed shrinkage (%)

100

20 40 60 80
Observed shrinkage (%)

100




Figure S1: Predicted shrinkage (%) value vs boxplot of observed shrinkage (%) with the FOCEI algorithm for the 1,000 replicates without covariate effect, for parameter V and CL, each design and Scenario 1 or 2. Colors stand for the design and scenario.
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Figure S2: Boxplot of error on the estimated [image: image4.png]


 value with the FOCEI algorithm and for a covariate effect on V, according to Scenario 1 or 2, the design, the simulated covariate effect value and number of subjects. Boxplots represent the median, quartiles and 5% – 95% percentiles. Colors stand for the design and scenario. 
Table S1
	n
	N
	Test
	WT on V
	WT on CL

	
	
	
	Scenario 1
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	Scenario 2
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	Scenario 1
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	Scenario 2
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	Predicted shrinkage
	Power (%)


	Predicted shrinkage
	Power (%)


	Predicted shrinkage
	Power (%)


	Predicted shrinkage
	Power (%)



	
	
	
	
	β
	
	β
	
	β
	
	β

	
	
	
	
	0
	0.5
	1
	
	0
	0.2
	0.5
	
	0
	0.5
	1
	
	0
	0.2
	0.5

	2
	500
	LRT
	56
	5.6
	31.4
	84.2
	84
	6.6
	18.3
	64.9
	43
	5.8
	6
	5.1
	85
	7.4
	8.3
	11.7

	
	
	CT
	
	3.9
	28.8
	83.5
	
	4.1
	13.7
	57.6
	
	4.9
	4.1
	4.6
	
	5.2
	6.3
	8.9

	5
	500
	LRT
	31
	4.9
	44.8
	95.2
	72
	5.9
	27.7
	88.7
	14
	6.1
	5.8
	6.8
	59
	5.5
	5.6
	6.9

	
	
	CT
	
	4.3
	43.2
	94.8
	
	5.1
	24.1
	85.2
	
	5.9
	5.9
	6.5
	
	4.6
	5.1
	5.5
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) of LRT and CT tests for covariate effect and predicted shrinkage, on V and CL for all scenarios, simulated covariate effect levels and designs D2 and D5. Population parameters were estimated using FOCEI algorithm. Type I errors outside the 95% prediction interval are written in bold.
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Figure 5: Power of LRT between WT and V (%), for all scenarios and designs (estimation with SAEM algorithm) vs
a. CT (%) (The black line represents the identity line).

b. Observed shrinkage on V (%) and covariate effect level.

Colors stand for the design and scenario. Covariate effect is expressed by the background and colors: no effect with a colored line around dots, medium effect with fully colored dots, and strong covariate effect with black line around a colored dot. For D5, pale and dark areas are used respectively for designs with 500 and 200 subjects.
