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Introduction

Increasing evidence suggests a link between the pathogenesis of Alzheimer’s disease (AD) and type 2
diabetes (T2D). In this context, the key amyloid polypeptides of AD and T2D amyloid-f peptide (Ap
(APB40(or 42)) and islet amyloid polypeptide (IAPP) have been reported to co-localise in brain or
pancreas of AD and T2D patients [1,2]. In addition, IAPP or A fibrils were found to act as cross-
seeds of the amyloid self-assembly of the two polypeptides [3,4]. Therefore, molecules that inhibit
amyloid self-assembly and cross-seeding of IAPP and Ap may offer promising leads for anti-amyloid
drugs in both diseases.

Our earlier studies revealed high affinity interactions between A and IAPP and were consistent with
cross-interactions and amyloid self-assembly being mediated by the same “hot segments” [5,6]. We
used the identified IAPP “hot segments” to design peptides as inhibitors of amyloid self-assembly of
IAPP, AB, or both polypeptides [7,8]. Our more recently developed IAPP-derived amyloid inhibitors
were the 17-residue long macrocyclic peptides termed “macrocyclic inhibitory peptides” or MCIPs
[8]. The lead MCIP 2e turned out to be a nanomolar inhibitor of AB amyloid self-assembly and in
addition it exhibited a good proteolytic stability in human plasma in vitro and blood-brain barrier
(BBB) crossing in a cell model. However, 2e was unable to inhibit IAPP amyloid self-assembly. The
aim of the work presented here was to design novel cyclic peptides with optimized properties and
functions.

Results and Discussion

Systematic MCIP shortening and optimisation yielded a new class of cyclic peptides. Peptides were
synthesized by Fmoc-based solid phase peptide synthesis (SPPS) methodology. We used the amyloid
specific thioflavin T (ThT) binding assay in combination with transmission electron microscopy
(TEM) to study their effects on fibril formation of IAPP or AB42. To determine their effects on
formation of cytotoxic assemblies, we used the MTT reduction assay in cultured RIN5fm for IAPP-
related studies or cultured PC12 cells for Ap42-related studies. According to the ThT binding assay
and TEM, in the presence of the cyclic peptides IAPP fibril formation was fully suppressed. In addition,
the cell viability assay showed that formation of cytotoxic IAPP aggregates was fully suppressed as
well. Furthermore, the cyclic peptides suppressed Ap42 amyloid self-assembly while the lead cyclic
peptide suppressed IAPP/AB42 cross-seeding as well. Thus, the cyclic peptides of our study might be
promising candidates for drugs targeting pathogenic amyloid self-assembly in both AD and T2D and
studies toward their further development are in progress.
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