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Based on the prolonged exposure data of ACI-2 observed in NHP,

Providing a prediction of the efficacious dose needed to treat  low clearance of <0.05 mlL/n/kg and volume of distribution (~45
patients is a key element to support the developability of a mAb? mL/kg) were predicted for humans.

and design the initial clinical trial. 0.06 LTI L] ECSo2T AL
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within the CNSZ. It uses target engagement characterization and < 5w S
leverages the preclinical data from human ex vivo model and 5 g, N
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a single IV bolus administration determine the concentration of virtual population (15 mg/kg) a%d EC90 for 50% (50
of 40 mg/kg to NHP (n:3. o) AC|-2 required for target mg/kg) and 90% of a virtual population (120 mg/kg).
. weeks sampling) )| saturation in human CSF# (n=3 Target engagement studies led to similar results reinforcing
donors) confidence In the target occupancy quantification.
‘ - 7  From the ex vivo target engagement assay of ACI-2 in human
2-compartmental model with (" Total and free target levels in ) ((;SEF an %C?O of iBO ng/mL and an EC90 of 1100 ng/mL were
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k J s in NHP PK studv for a * From the in vivo PK study in NHPs with ACI-1, an EC50 of 200
‘ wee y ng/mL was determined in serum (figure 2).
second mADb, ACI-1, that has + Administering 40 mg/kg iv of ACI-2 in the NHP PK study, a full
g - || the same target binding affinity elimination of the free target in serum was observed at a
Predicted human PK . SO
barameters as ACI-2, tested at 4 mg/kg and concentration of >1000 ng/mL; further EC50 determination was not
40 mg/kg iv (n=4 NHP per established in absence of suboptimal exposure (not shown).

Typical PK parameters scaled
by single species allometry to group). A serum exposure-target

redict 70 ka human PK occupancy relationship was
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EC90 obtained from the ex vivo human CSF target engagement was
used as target value for the prediction of efficacious dose in human.
Simulations carried out based on point-estimate PK parameters
resulted in a human dose prediction of 50 mg/kg. The addition of
\ 1 20% Interindividual variability on PK parameters led to a predicted
] dose of 120 mg/kg to 90% of the simulated population (figure 3).
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PK parameter to account for g o Obtaining both ex vivo and in vivo target occupancy data as
inter-individual variability Human CSF target well as PK profile of the mAb post-injection from serum of the
\ (IQRtools 1.16.1) ) concentration preclinical species provided key parameter estimates to
L CSElovels of mAD Target engagement EC90 determine a provisional predicted human dose required to be
dimars cVEls OT - / efficacious in clinical trials for CNS indication. The predicted
extrapolated based on standard dose is within human doses investigated in phase 1 for CNS
. CSF/serum = 0.1% ) This result can be used to inform rational dose regimens in
future clinical studies. This prediction will be further refined with
!mAb: monoclonal antibody SNHP: non-human primate °>CV: Coefficient of variation any other relevant PK and PK/PD data from precllnlcal studies
2CNS: central nervous system 4CSF: cerebrospinal fluid 6AEB: average enzyme per bead and phase 1.
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