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SUMMARY

Peptide drugs gain increased interest as a new supra-group of therapeutics between the classic-organic, small-molecule drugs and the large biotechnology-derived bio-drugs.
They are used In different therapeutic or diagnostic areas like allergy, anti-infection, oncology, obesity, etc... but also as functional excipients (e.g. CPPs). Due to their particular

structure and biochemical origin, the pharmaceutical development of a peptide drug poses special challenges.

After the initial synthesis of the active pharmaceutical ingredient (API) or functional excipient, analytical characterisation is aimed at integrity and purity evaluation of the
compound, which is also required for initial biomedical experiments. In this analytical characterisation, sample treatment issues like solubility, adsorption and degradation are
Important aspects to be looked after. The chemical and metabolic stability, critical parameters for peptides, is to be assessed to obtain kinetic and mechanistic information.
Functionality is tested in-vitro, using cell- and organ-based protocols including ligand binding studies, as well as in-vivo encompassing ADME and target-organ confirmation like

brain behaviour.

The pharmaceutical drugability information thus obtained allows further development decisions including required drug modifications, synthesis and purification modifications,
guality specification settings as well as proof-of-principle drug delivery formulations.
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Identity: must: e.g. m/h-obestatin: 1 of 5 suppliers: was NOT ob [2]

LC-MS required (not LC-UV only)
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chemical under various conditions [1],
Incl. ligand binding conditions :
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Sample

Supplier

Sum of impurities

Largest
(%) impurity (%)

Number of

impurities

Total 21.00%

Mouse obestatin

GLB
CPR
GPS

9.07
0.38
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Human obestatin
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Minutes

= [—» solubilization and adsorption (more for iodinated radio-peptides)

Stability of FPKPEGSODKSLHN in radioligand binding study incubation buffer

metabolic in blood and different tissues [4], e.g. obestatin in brain:
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v' Functionality: cellular response, receptor-binding and in-vivo distribution, e.g. mouse-SPECT:

Drugability information

> development decisions
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