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INTRODUCTION

ALX0171 is a Nanobodw (therapeutic protein based on the smallestfunctional fragments of
naturally occurringheavychainantibodies,seefig below) targetingthe Fprotein of the Respiratory
SyncytiaVirus(RSV)ALX0171is beingdevelopedfor treatment of RSMnfection.

ALX0171 PK IN INFANTS FOLLOWING INHALATION
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THE PB-PK MODELING APPROACH LEARN AND CONFIRM APPROACH

RESPIRATORY SYSTEM SYSTEMIC CIRCULATION+EXCRETION

MPPD Multiple-Path
ParticleDosimetryModeld)

A multistep learn and confirm process,ncorporatingobserveddata from several
studies(in vitro andin vivo) andfrom severalspecieshasbeenestablished
L B. SheinerClin PharmacalTher, 1997.

RSMnfection is a recurrent causeof humanrespiratorytract infections during the winter months
and canleadto severelower respiratoryinfectionssuchas pneumoniaand bronchiolitis,especially
in veryyoungchildren

PBPK model (PSIim®)

The extension of the model structure compared to a
standardPkSim®@modelis markedby the alveolarlining fluid
(ALFYyeportedalsoasEpitheliaLiningFluid(ELF)
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Objectives Theprimarygoalwasto estimatea doseresultingin a target concentration,derived E—
from in vitro assaysand supportedby pre-clinicalstudies,that potently inhibits viral replication ¢ 7 I
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uptake via gastrantestinal tract

RESULTS: FROM IN VITRO DATA TO INFANTS

Stepl: PBPKV modelsin rats and dogs Hydrodynamicmoleculeradius
and Glomerular Filtration Rate (GFR)were estimated by fitting the
experimentalconcentrations

Step2: Pulmonarydeliverymodelin rats. Thealveolar permeability (4.5859 cm/min) and the
fraction of dosedepositedin the alveolar absorption space(0.37%) were fitted to match the
experimentalplasmaconcentrationtime profilesfollowing pulmonaryadministrationin rats.

Step 3: Scalingto humans Refinedmodel: hydrodynamicradius 2.46 nm; renal clearance 5% of

Step 4, 5. Scalingto children by adjusting the anatomical and physiological
GFRandadditional plasmaclearanceprocess

parameters, the clearance processesand the absorption process Scaling for
diseasedchildren mainly involved a decreasein dose deposited as estimated by
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individual experimental plasma and ELF concentratiime

profiles of ALX0171 vs. population simulation for the second
clinical study multiple dose pulmonary application.

performed to estimate a dose that would reach or exceedthe predefined
alveolartarget concentrationfor 95%of the individuals
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