





SUPPLEMENTAL MATERIAL 

[bookmark: _Ref124401976][bookmark: _Toc127439616]Table 7. NONMEM parameter estimates for the PK for evaluation of ADA as a covariate on clearance.

	[bookmark: PK_comparison_noIOV]Parameter name
	
	
	
	
	
	

	ADA model
	Base Model
	Separate TVCL
	Separate TVCL and IIV
	ADAEVER
	ADAONCE
	ADALOCF

	OFV
	88029.470
	87974.866
	87969.646
	87974.414
	87978.484
	87980.705

	ΔOFV
	0
	−54.604
	−59.824
	−55.056
	−50.986
	−48.765

	Clearance, L/h
	0.0285
	0.0335
	0.0334
	0.0279
	0.0283
	0.0285

	Central volume, L
	3.52
	3.52
	3.52
	3.52
	3.52
	3.51

	Peripheral volume, L
	0.582
	0.587
	0.57
	0.592
	0.595
	0.618

	Intercompartmental clearance, L/h
	0.0128
	0.012
	0.0117
	0.0127
	0.0123
	0.0145

	Imax
	−0.015
	−0.0175
	−0.0193
	−0.0157
	−0.0164
	−0.0144

	T50, days 
	51.9
	53.3
	52.1
	52.9
	55.3
	52.3

	γ
	2.59
	2.66
	2.53
	2.61
	2.65
	2.75

	Weight on clearance
	0.75*
	0.75*
	0.75*
	0.75*
	0.75*
	0.75*

	Weight on central volume
	1*
	1*
	1*
	1*
	1*
	1*

	Weight on peripheral volume, L
	1*
	1*
	1*
	1*
	1*
	1*

	Weight on intercompartmental clearance
	0.75*
	0.75*
	0.75*
	0.75*
	0.75*
	0.75*

	Increase in clearance, %
	
	
	
	0.199
	0.106
	0.0849

	Clearance ADA−, L/h/
	
	0.0279
	0.0278
	0.199
	0.106
	0.0849

	IIV on CL, %
	34.3%
	33.8%
	33.3%
	33.8%
	34.1%
	34.1%

	IIV on V1, %
	22.0%
	22.1%
	22.0%
	22.1%
	22.1%
	22.1%

	IIV on Imax, %
	21.8%
	21.5%
	37.3%
	21.7%
	21.7%
	21.2%

	IIV on CL(ADA−), %
	
	
	21.7%
	
	
	

	Proportional residual error (σprop), %
	21.1%
	21.1%
	21.1%
	21.1%
	21.1%
	21.1%

	Additive residual error (σadd), ng/mL
	2378.6
	2488.3
	2426.8
	2463.5
	2354.9
	2439


[bookmark: SC_PK_comparison_noIOV]OFV: objective function value; ΔOFV: change in OFV from baseline model; CL: clearance; V1: central volume of distribution; Imax: maximal change in CL relative to baseline; T50: time at which 50% of change in CL has occurred; IIV: inter-individual variability. 
*Indicates fixed parameters.

[bookmark: _Ref124391448][bookmark: _Toc127439484][bookmark: SC_PK_GOF_base_ADAEVER]Figure 9. Avelumab goodness of fit plots for the population PK model stratified by ADA status. The black lines are lines of identity and the red lines are LOESS smoothers through the data. 
[bookmark: PK_GOF_base_ADAEVER][image: Chart, diagram, schematic
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