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Background Results
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(1) enhancing receptor mediated Dblood-brain barrier
transcytosis. e.g., trontinemab targeting transferrin receptor
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Pharmacokinetic model:
v Implemented with i) Published blood PK datal and . - e
. . . 10 ' ' '
modelled CSF concentrations for motavizumab-YTE, ii) ’ 7 e day & 28 ooy [N N N N R N N AN S ) A
publicly available data for modelling typical IgG1 antibodies?, ey
i) published blood and CSF trontinemab data3~. VTE Ab 0.3 ma/k
v Qualifed using clinical plasma PK profile of motavizumab- C _ F WT 1aG 1'25 J /?(
YTE and trontinemab | YTE Ab 0.9 mg/kg I e e
_ | : | )} 0.20 TfR-targeted Ab 3.6 mg/kg
v' Validated using CSF data for trontinemab#5. Same £ WT Ab 1.9 mg/kg 5
PK module o CSF AUC j TfR-targeted Ab 3.6 mg/kg % 015 ] | | |
4 v o ow) [ Vo ) : g o
CL Q > o gén
S JU e PR SSINISINISISINIS
. ," J N J \ Timzday - N 0.00 % J
-.__.-', 0 28 56 84 112 140 168 196 224 252 280 308 336
CSF module /"'_ Time, day
T e » Infusion
\? ~ Vcsf\ : ITr::ll:Zf:-:e'clearance :
(1-0)Qcst Qesf Conclusions
>  Co >
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Cp: concentration of antibody in peripheral compartment TfR-m.edlated sh.uttle technology: Superlgr efficiency _for Cax drlvgn mephamsms, such as rapid clearance of
ve: volume of distribution in central compartment established amyloid-beta plaques through a high concentration pulse of antibody in the CNS.
Vp: volume of distribution in peripheral compartment
CL: learance from central compartment FcCRn-mediated half-life extension: Effective dose-sparing strategy for C,,,-driven mecanisms, such as
Q: inter-compartmental clearance. _ _ _ : roug .
Cesf: antibody concentration in the CSF compartment continuous, steady-state neutralization of extracellular Tau or alpha-synuclein seeds to prevent trans-synaptic spread.
Vcsf: CSF compartment volume
Qest: CSF flow rate, . y - | / * This comparative framework enables the rational selection of antibody engineering strategies based on the specific
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. pharmacodynamic requirements of the targets selected for the treatment of neurodegenerative disorders. Y.
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