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N-(2H-INDAZOL-5-YL)PYRAZINE-2-CARBOXAMIDE DERIVATIVES AND SIMILAR 

COMPOUNDS AS HTT MODULATORS FOR THE TREATMENT OF HUNTINGTON'S DISEASE

CROSS-REFERENCE TO RELATED APPLICATIONS 

This application claims the benefit under 35 U.S.C. § 119(e) of United States Provisional 

5 Application Serial Number 63/280,551, filed November 17, 2021, the contents of which are hereby 

incorporated by reference in their entirety. 
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FIELD 

The present disclosure relates to modulators of HTT and methods of preventing and/or treating a 

neurodegenerative disease or condition. 

BACKGROUND 

Huntington's disease (HD) is a dominant inherited progressive neurodegenerative disorder, 

characterized by motor, cognitive, and psychiatric deficits as well as neurodegeneration and brain 

atrophy beginning in the striatum and the cortex and extending to other subcortical brain regions. HD has 

a prevalence of 5-10 cases per 100,000 worldwide, which makes it the most common inherited 

15 monogenetic neurodegenerative disease. 

Neurodegenerative diseases and conditions, such as Huntington's disease, have a profound 

negative impact on the lives of those effected. Current treatments for Huntington's disease are palliative, 

aimed at lessening the severity of symptoms. There is no disease modifying treatment available. 

Huntington's disease is caused by the expansion of a CAG repeat domain in Exon 1 of the 

20 huntingtin gene (HIT), which is expressed as mutant huntingtin protein (mHTT), containing an expanded 

polyglutamine tract in the amino terminal domain of the protein. The molecular route of pathogenesis is 

not entirely understood even though HD is monogenic and autosomal dominant. Therefore, mHTT 

lowering is a clear therapeutic strategy targeting the gene products of the causative gene. In fact, several 

therapeutic strategies targeting mHTT lowering via antisense oligionucleotide (ASO) or AAV-miR 

25 mediated HTT RNA degradation are advancing through clinical trials in HD and have demonstrated 

lowering of mHTT levels in the CSF of treated patients. 

While these modalities show great promise, they are invasive (involving repeated intrathecal 

injections); their distribution throughout the brain to all affected regions is not certain; and they do not 

address any peripheral dysfunction the ubiquitously distributed mHTT may be responsible for. 

30 Therefore, small molecule HTT lowering agents that can be delivered systemically and non-invasively 

would be an attractive HTT lowering therapy to pursue. Thus, there is a need for small molecule 

modulators of HTT protein. Such molecules may find use in treating the symptoms and/or delaying the 

disease progression of Huntington's disease. 
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SUMMARY 

The present disclosure relates generally to small molecule modulators of HTT, and use thereof as 

therapeutic agents, for example, in treating diseases such as Huntington's disease. 
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