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Introduction

Antibody-drug conjugates (ADCs) offer a promising cancer treatment, but I f’ ADC
only 0.1% of the total dose reaches the target ["'due to low cellular uptake Endocytosis % e | A

and inefficient endosomal escape.?3! This project explores the molecular o N> < Figure 1:

basis of ADC uptake and endosomal escape, aiming to enhance therapeutic % _){:\; E”dosom]f’”

efficacy. Incorporating endosomal escape peptides (EEPs) and cell . .. N iZZ@ﬁZﬁic/es — Antibody
penetrating peptides (CPPs) into ADCs could boost payload delivery 4561 — |
with the properties, safety and efficacy of novel delivery peptides and peptide- Entrapment
antibody conjugates requiring validation. {

- - - | Table 1: Candidate peptide sequences. FITC = fluorescein _E':,Z > Payload (Drug)
AI ms & ObJQCtlves isothiocyanate. Ahx = aminohexanoic acid. K(N,) = azidolysine. Z::?- ]

This PhD aims to design and characterise peptides to promote the cellular Z:Z- | » Linker

uptake and endosomal escape of ADCs. These aims will be achieved FITC-Ahx-

through the synthesis of novel peptide sequences and the establishment of a K(N;)ALHHALHHALHHA ZI2e + Figure 2: Antibody-Drug Conjugate

robust bioanalytical pipeline for peptide and peptide-antibody conjugate FITC-Ahx- (ADC) schematic with components
characterisation. K(N,)ALAKALKALAKALKA 2138 labelled.
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T Figure 3: Workflow for peptide synthesis, purification and analytical/biological characterisation.
Results and Discussion
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- The synthesised EEP and CPP were stable and pure, with EEP found to be non-toxic

to cells, highlighting potential as delivery agents for ADC optimisation
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