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Supplementary Figures

Supplemental Figure 1: Conditional weighted residual plots of the final model. Conditional weighted residuals versus population predictions and time since first dose for the final model. Data is presented with a logarithmic x-axis.
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Supplemental Figure 2: Target engagement prediction by body-weight. Forest plots illustrating the predicted peripheral target engagement for the final model at different doses with varying body-weight of subjects. The low and high body weights listed in the plot are the 2.5th and 97.5th percentile body-weight in the analysis data. Values are calculated based on 200 sampled parameter vectors from the distribution of parameter estimates of a 25-sample non-parametric bootstrap. The reference subject is a 70 kg subject with Alzheimer’s disease receiving a 4500 mg dose of semorinemab.
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Supplementary Tables

Supplementary Table 1 – Overview of semorinemab clinical studies

	Study
	Phase
	Design
	Treatments
	Subjects

	GN39058
	Phase I
	Randomized
Placebo-controlled
Double-blinded
Single ascending dose
Multiple ascending dose
	Participants receive Semorinemab  or matching dose of placebo

Single ascending dose
IV -       225 mg
             675 mg
           2100 mg
           4200 mg
           8400 mg
         16800 mg

SC -    1200 mg

Multiple ascending dose
IV -    8400 mg Q1W x 4

	Healthy Volunteers
Age – 18-80 yr
N = 65
IV – Six Cohorts
Drug:placebo ratio - 6:2

SC – One cohort
Drug:placebo ratio – 12:0


AD Patients
N = 10
Age -  50-80 yrs
IV – One cohort
Drug:placebo ratio - 6:2


	GN39763
(Tauriel Study)
	Phase II
	Randomized
Placebo-controlled
Double-blinded
Parallel-group (97 sites)
Efficacy and Safety Study
Multi-dose
	Participants receive Semorinemab or matching dose of placebo

IV -      1500 mg
            4500 mg
            8100 mg

Q2W for doses 1-3 and Q4W for doses thereafter

Treatment Period – 73 weeks 

	AD Patients
Age - 50-80 yrs
N = 457

Randomization 
2:3:2:3 (1500:4500:8100:placebo)

	GN40040
(Lauriet Study)

	Phase II
	Randomized
Placebo-controlled
Double-blinded
Parallel-group (49 sites)
Efficacy and Safety Study
Multi-dose
	Participants receive Semorinemab or matching dose of placebo

IV -       4500 mg

Q2W for doses 1-3 and Q4W for doses thereafter

Treatment Period – 48 weeks (or 60 weeks)*

	AD Patients
Age 50 – 85 yrs
N = 272

Randomization 1:1


* Due to COVID-19, blinded period of the study was extended to 60 weeks for participants who missed at least one dose of study drug during the pandemic. Participants were given a supplemental Q2W dose if ≥2 consecutive missed study drug infusions

Supplementary Table 2 Model parameter estimates

	
	Description
	Unit
	Final Model Value
	RSE(%)

	CL
	Clearance from central compartment
	L/Day/70kg a
	0.109
	1.38

	Vc
	Central compartment volume of distribution
	L/70kg b
	2.95
	1.11

	Vp
	Peripheral compartment volume of distribution
	L/70Kg c
	2.75
	4.98

	Q
	Inter-compartmental clearance
	L/Day
	0.643
	25.7

	F
	Bioavailability for SC administration
	
	0.679
	9.51

	Exponent for WT on CL
	Effect of weight on CL
	
	0.675
	5.21

	Exponent for WT on Vc
	Effect of weight on Vc
	
	0.700
	5.47

	Exponent for WT on Vp
	Effect of weight on Vp
	
	0.639
	14.1

	KIN HV
	Unbound tau formation rate constant for healthy volunteers
	nM/Day
	0.703
	4.74

	KIN AD
	Unbound tau formation rate constant for patients with AD
	nM/Day
	1.04
	4.26

	T1/2
	Unbound tau degradation half-life 
	Days
	0.311
	4.65

	KCOMP
	Degradation rate constant of Semorinemab-Tau complexation
	/Day
	0.0935
	3.29

	KSS
	Constant in the quasi-steady state approximation TMDD model
	nM
	42.7
	10.7

	IIV CL
	Inter-individual variability on CL
	CV
	0.137
	4.51

	IIV Vc
	Inter-individual variability on Vc
	CV
	0.188
	8.12

	IIV Vp
	Inter-individual variability on Vp
	CV
	0.188
	20.4

	IIV KIN HV
	Inter-individual variability on KIN for healthy volunteers
	CV
	0.153
	

	IIV KIN AD
	Inter-individual variability on KIN for patients with AD
	CV
	0.197
	6.06

	IIV KSS
	Inter-individual variability on KSS
	CV
	0.698
	9.01

	IIV T1/2
	Inter-individual variability on T1/2
	CV
	0.189
	9.05

	
	
	
	
	

	
	
	
	
	

	RUV semorinemab
	
	
	0.205
	3.56

	RUV Tau protein
	
	
	0.164
	11.4

	
	
	
	
	



a Adjusted to body weight: TVPi = PPopulation • 
b Adjusted to body weight: TVPi = PPopulation • 
c Adjusted to body weight: TVPi = PPopulation • 


SC: Subcutaneous
AD: Alzheimer’s disease
HV: healthy volunteers
RUV: residual unexplained variability
CV: coefficient of variation
RSE: Relative standard error
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