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SUMMARY

UCLA researchers in the Department of Neurology with an international team of scientists have developed several new molecular tweezer
derivatives with novel synthesis methods that significantly improved the therapeutic efficacy and pharmacokinetic characteristics of the drug

candidates.

BACKGROUND

Protein aggregation is critical in the pathologic mechanism of various neurodegenerative diseases, such as Alzheimer’s and Parkinson’s, as
well as rare orphan diseases, such as multiple system atrophy, amyotrophic lateral sclerosis, and familial amyloidotic polyneuropathy. These

diseases bring high financial burdens globally and effective therapeutics are gravely needed.

Molecular tweezers are a type of small molecule drug candidates that efficiently inhibit abnormal protein aggregation, toxicity, and cell-to-cell
spreading. The earlier lead compound, CLRO1, covered by UCLA case 2008-489, has shown great therapeutic effects in various animal
models, preventing the formation of protein aggregates while enhancing the clearance of already formed aggregations. Continuous efforts

have been made since then to further improve CLRO1 for FDA testing and clinical trials.

INNOVATION

UCLA researchers in the Department of Neurology with an international team of scientists have developed several new molecular-tweezer
derivatives using novel synthetic methods. The versatility of the molecular tweezers is significantly increased with the new synthesis methods.
Several of the new molecular tweezer derivatives have shown improved pharmacokinetic characteristics, including improved oral bioavailability

and blood-brain barrier penetration.

APPLICATIONS

Therapeutics in Alzheimer’s disease

Therapeutics in Parkinson’s disease

Therapeutics in other neurodegenerative diseases
Therapeutics in rare orphan diseases

Anti-Viral therapeutics against enveloped viruses

ADVANTAGES

Improved lysine and arginine affinities
Improved blood-brain barrier (BBB) penetration

Improved oral bioavailability
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Treatment Of Lysosomal Storage Disorders
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