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Abstract : Context: Alzheimer's disease (AD) is a neurodegenerative disorder that is characterized by progressive cognitive
decline and memory loss. The cause of AD is not fully understood, but it is thought to be caused by a combination of genetic,
environmental, and lifestyle factors. One of the hallmarks of AD is the loss of neurons in the hippocampus, a brain region that is
important for memory and learning. This loss of neurons is thought to be caused by a decrease in histone acetylation, which is
a process that regulates gene expression. Research Aim: The research aim of the study was to develop mall molecule
compounds that can enhance the activity of Tip60, a histone acetyltransferase that is important for memory and learning.
Methodology/Analysis: The researchers used in silico structural modeling and a pharmacophore-based virtual screening
approach to design and synthesize small molecule compounds strongly predicted to target and enhance Tip60’s HAT activity.
The compounds were then tested in vitro and in vivo to assess their ability to enhance Tip60 activity and rescue cognitive
deficits in AD models. Findings: The researchers found that several of the compounds were able to enhance Tip60 activity and
rescue cognitive deficits in AD models. The compounds were also developed to cross the blood-brain barrier, which is an
important factor for the development of potential AD therapeutics. Theoretical Importance: The findings of this study suggest
that Tip60 HAT activators have the potential to be developed as therapeutic agents for AD. The compounds are specific to
Tip60, which suggests that they may have fewer side effects than other HDAC inhibitors. Additionally, the compounds are able
to cross the blood-brain barrier, which is a major hurdle for the development of AD therapeutics. Data Collection: The study
collected data from a variety of sources, including in vitro assays and animal models. The in vitro assays assessed the ability of
compounds to enhance Tip60 activity using histone acetyltransferase (HAT) enzyme assays and chromatin immunoprecipitation
assays. Animal models were used to assess the ability of the compounds to rescue cognitive deficits in AD models using a
variety of behavioral tests, including locomotor ability, sensory learning, and recognition tasks. The human clinical trials will be
used to assess the safety and efficacy of the compounds in humans. Questions: The question addressed by this study was
whether Tip60 HAT activators could be developed as therapeutic agents for AD. Conclusions: The findings of this study suggest
that Tip60 HAT activators have the potential to be developed as therapeutic agents for AD. The compounds are specific to
Tip60, which suggests that they may have fewer side effects than other HDAC inhibitors. Additionally, the compounds are able
to cross the blood-brain barrier, which is a major hurdle for the development of AD therapeutics. Further research is needed to
confirm the safety and efficacy of these compounds in humans.
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