6/26/2018

£:0 Look Up Full Text | Full Text Options w H =

Web of Science  InCites  Journal Citation Reports  Essential Science Indicators  EndNote Publons

Web of Science

Save to EndNote online

C-Abl Inhibition; A Novel Therapeutic Target for Parkinson's
Disease

By: Abushouk, Al (Abushouk, Abdelrahman Ibrahim)[ 1:2]; Negida, A (Negida, Ahmed)[ 131
Elshenawy, RA (Elshenawy, Rasha Abdelsalam)l 141; Zein, H (Zein, Hossam)[ 1:3]; Hammad, AM

(Hammad, Ali M.)[151; Menshawy, A (Menshawy, Ahmed)[ 1:61; Mohamed, WMY (Mohamed, Wael M.
y)L781
View ResearcherID and ORCID

CNS & NEUROLOGICAL DISORDERS-DRUG TARGETS
Volume: 17 Issue: 1 Pages: 14-21

DOI: 10.2174/1871527316666170602101538
Published: 2018

Document Type: Review

View Journal Impact

Abstract

Parkinson's disease (PD) is the most prevalent movement disorder in the world. The major
pathological hallmarks of PD are death of dopaminergic neurons and the formation of Lewy bodies.
At the moment, there is no cure for PD; current treatments are symptomatic. Investigators are
searching for neuroprotective agents and disease modifying strategies to slow the progress of
neurodegeneration. However, due to lack of data about the main pathological sequence of PD, many
drug targets failed to provide neuroprotective effects in human trials. Recent evidence suggests the
involvement of C-Abelson (c-Abl) tyrosine kinase enzyme in the pathogenesis of PD. Through parkin
inactivation, alpha synuclein aggregation, and impaired autophagy of toxic elements. Experimental
studies showed that (1) c-Abl activation is involved in neurodegeneration and (2) c-Ablinhibition
shows neuroprotective effects and prevents dopaminergic neuronal' death. Current evidence from
experimental studies and the first in-human trial shows that c-Abl inhibition holds the promise for
neuroprotection against PD and therefore, justifies the movement towards larger clinical trials. In this
review article, we discussed the role of c-Abl in PD pathogenesis and the findings of preclinical
experiments and the first in-human trial. In addition, based on lessons from the last decade and
current preclinical evidence, we provide recommendations for future research in this area.
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