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Lesch-Nyhan syndrome is an X-linked inborn error of purine metabolism which is caused by mutations in the 
HPRT1 gene encoding the purine recycling enzyme hypoxanthine-guanine phosphoribosyltransferase (HPTR), 

the prevalence is approximately 1:380000. The disease manifests during the first year of life and is characterized by 
uric acid overproduction and urate nephropathy combined with severe neurologic dysfunction including cognitive 
impairment, dystonia, choreoathetosis, spasticity and self-injurious behavior. Overproduction of uric acid is 
controlled well with allopurinol. But until now, there is no sufficiently effective pharmacologic therapy for neurologic 
dysfunction in Lesch-Nyhan syndrome. We hypothesized that HPRT deficiency leads to hyperactivation of guanine 
deaminase (GDA), which has the same localization and expression levels in the brain as HPRT. GDA irreversibly 
converts guanine to xanthine with the release of ammonia. Local excess of ammonia in brain structures triggers 
a cascade of pathological processes resulting in impaired transport and release of dopamine in the nigrostriatal 
pathway, hyperactivation of the NMDA receptors and combined hyperactivation of adenosine and dopamine 
receptors, neuronal insensitivity to exogenous dopamine. We offer to test the effect of ammonia binding remedy 
Sodium Phenylbutyrate for reducing dopamine depletion in the brain. To test this hypothesis, we created a new 
personalized genetic HPRT1-deficient mouse model. We used the CRISPR-Cas9 genomic editing system to introduce 
the deletion of 8Val in the first exon of the HPRT1 gene in the mouse model. This hemizygous mutation is the cause 
of Lesch-Nyhan syndrome in one of the patients observed in our clinic. Despite the fact that Hprt-deficient mice do 
not demonstrate a clinical complex characteristic of patients with Lesch-Nyhan syndrome, they have depletion of 
dopamine in the same brain structures. These models should be used in studies of brain metabolism and preclinical 
studies of the effectiveness of new treatments for this disease.
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