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Flgure 2: Goodness of fit plots final model. Observed vs population predicted concentration
(A), observed vs individual predicted concentration (B), conditional weighted residuals with
interaction (CWRESI) vs time (C), condlitional weighted residuals vs population predictions
(D). Each treatment is represented by different color (blue: EU-licensed Humira, green. US-
licensed Humira, magenta: ONS-3010).

Figure 1: Observed plasma adalimumab concenltrations (magenta, left axis) and anti-drug
antibody concentrations (green, right axis, log transformed) presented over time. Two left
graphs represent typical individuals with low anfti-drug antibody concentrations, two right
graphs represent typical individuals with high drug concentrations.
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® Linear and/or non-linear elimination
®* Log normal interindividual variability was assumed
® Residual variability
® Additional, proportional or combined error models were

Table 1: Population PK parameters estimates of final model with inclusion of ADA effect on Vmax and reduced
model without inclusion of ADA effect on Vmax together with bootstrap results. RSE, residual standard error,
CV coefficient of variation, wZ2; between-subject variance, o2, residual variance, CI; confidence-interval.
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the individual fits
®* ADA ranged from [60 - 57953.5 ng/mL] for which a scaling factor (SF)
was required
® As aresult, the overall Vmax ranged from [37.77 - 357.89 ug/h] In the
final model
* Interindividual variability was identified on Ka, V and KM (Table 1)
* Residual variability was best described by proportional error model
* Covariates
®* Weight on V (0.47**) according to V =V * WT/WTmedian
* Dosing formulation could not be identified as a covariate on any of
the PK parameters
* Model evaluation & predictive performance °
®* PK parameter show high accuracy and precision (Table 1) °
®* GOF: observations follow central and individual trend of (Fig. 2
®* VPC: captures central trend Fig. 3 & 4)

CONCLUSIONS

* PK model suggests that a rise in anti-drug antibodies significantly increases
the Michaelis-Menten clearance of adalimumab by increasing Vmax

DISCUSSION

ADAs may contribute to reduced exposure and hence lower efficacy
In future studies with more data on ADAs appears superior to the currently
applied linear interpolation

DADT(1)= -KA*A(1)
DADT(2)= KA*A(1) - (Vmax*(1+ADA*SF))*C/(KM+C)
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