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EIREF) 21 nM 3.0nM/3.1nM D ae) R
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PK characteristics of mAbs

Attributes mAb characteristics

Binding  Binding very spedfic for arget antigen
# Binding to FcRn and recycling contributes to long half-life
o Binding to Fcy receptors can result in effector functions

PK/PD » PK usually dependent on biology of mrget antigen and PD
» Typically biphasic PK profiles with relatively fast distribution phase and slower elimination phase; long half-life

Dose proportionality

BB EARNPKIT AR —F

Distribution o Distribution usually limited to blood and interstitial spaces
» Partitioning from blood to tssues is typically ~5-15%, except for brain where it is much lower

Metabolism « Catabolism by proteolytic degradation into amino acids
Excretion » No renal CL of intact antibody. May be cleared by damaged kidneys. Uncommon if MW =20 kDa
Immunogenicity » Formation of ATAs against mAb could oceur

* ATAs could impact PK, PD, efficacy, safety
» Immunogenicity in animals not predictive of humans
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Preclinical Pharmacokinetics and Biodistribution Studies of Radiosynthesis and preclinical PET evaluation of **Zr-nivolumab
mZrv-Labeled Pembrolizamab (BMS-936558) in healthy non-human primates
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