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Alzheimer’s disease (AD) is the most common cause of senile dementia affecting more than 50 million people
worldwide. AD is a disorder of the central nervous system, clinically characterized by progressive loss of
memory and other cognitive skills. Unfortunately, there is no cure for AD.
The major pathophysiological hallmark is the formation of amyloid deposits with a common β-sheet struc-
ture<sup>1</sup>. Amyloid plaques are the results of a long process initiatedwith the seeding and production
of smaller aggregated soluble forms of Aβ called oligomers. They are the underlying toxic species responsible
for synaptic dysfunction in the brains of AD patients.
Our research focus on development of new compounds able to interfere with the early stages of the aggrega-
tion process of the Aβ peptides. Our compounds could be of interest as potential drug candidates AD therapy.
We designed and synthesized a series of di-functional systems explicating synergic and/or additive actions to
counteract the adverse effects of Aβ aggregated forms<sup>2, 3</sup>.
In particular, we covalently linked a cationic metallo-porphyrin with the well-known Aβ-recognizing KLVFF
amino acid sequence<sup>4</sup>. The peptide conjugation to the porphyrin macrocyclic was first accom-
plished via the formation of an amide. A second generationwas obtained in good yields using a click chemistry
approach.
In this communication, we describe the different synthesis approach and the ability of the conjugated por-
phyrin peptides to interact with Aβ, together with the role of metal ions (Zn or Cu) at the core of porphyrin
macrocycle in assisting the recognition process.<sup>5</sup>
The interaction between the peptide conjugate and Aβ was studied by using an array of different biophysical
techniques including Dynamic Light Scattering (DLS), far-UV, Circular Dicroism (CD), Fluorescence spec-
troscopy and MALDI-TOF-MS.
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