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RESUMO

Introducéo: A raiva humana € uma doenca viral transmitida por animais e considerada fatal
ao homem em quase 100% dos casos, no mundo apenas cinco pessoas obtiveram a cura,
nesses casos foram implantados o protocolo de Milwaukee, onde o paciente é induzido ao
coma e realizada terapias especificas com antivirais. A Transmissao ocorre através do
contato com a saliva do animal infectado, por mordidas e até mesmo na pele integra,
também pode ser transmitida através de inalacdo em cavernas com grandes quantidades
de morcegos infectados, por transplante de 6rgdos como figado, rins e pulméao e transplante
de cornea. Quando o virus inocula no individuo ele chega a percorrer 1.cm por dia até chegar
no Sistema Nervoso Central (SNC), devido seu deslocamento ocorrer por
neurotransmissores e nao pela corrente sanguinea onde ha numerosas células que fazem
parte do sistema imunoldgico, acaba favorecendo-o para que se aloje ndo dando tempo de
0 organismo reagir. O virus possui afinidade pelo SNC causando uma agressiva disfuncao
neuronal e consequentemente elevacgéo da quantidade de Oxido Nitrico (ON), ha hipoteses
de que ele pode mediar a disfuncédo neuronal. A producdo de ON ocorre naturalmente no
Nosso organismo através de varias células, esse processo depende de varias substancias
como o oxigénio, NADPH, flavinas e biopterinas. Vale ressaltar que a biopterina € uma
medicacao utilizada inicialmente no tratamento do paciente com a patogenia da raiva
humana. Objetivo: Verificar a possibilidade de um inibidor para limitar a quantidade de ON
e analisar o tratamento com biopterina, visto que ela auxiliar na sintese de ON.
Metodologia: Foi realizada revisdo bibliografica com estudo de artigos cientificos
englobando Raiva humana e Oxido nitrico. Objetivou-se a compreensdo do assunto
englobando vérios estudos anteriores. Dos 36 artigos, seguio-se a leitura de cada
resumo/artigo, evidenciando aqueles que responderam ao objetivo proposto por este
estudo. Resultado: Foram realizados testes semiquantitativos para deteccdo de ON no
sistema nervoso central em camundongos infectados com o virus da raiva, a deteccéo foi
minima ou nula inicialmente, apds surgirem 0s primeiros sinais clinicos da doenca o teste
se repetiu e a quantidade de ON no sistema nervoso central cresceu gradativamente.
Conclusao: Abordamos a raiva humana e vimos que apesar de ser uma doenca antiga e
grave, é ainda bastante negligenciada. Os sinais clinicos desta doenca séo bastante
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agressivos, afetando principalmente o sistema nervoso, com base nisso, vimos que um
fator responsavel pela disfungdo neuronal da doenga é o 6xido nitrico. De acordo com as
pesquisas cientificas descritas na literatura, conforme surgiam os sinais clinicos da doenca
as taxas de oxido nitrico no SNC aumentavam, sugerindo considerar a possibilidade de um
inibidor para limitar a quantidade de Oxido nitrico, sabendo que a acgdo dele benéfica ou
maléfica é baseada na quantidade dessa substéncia presente, e analisar a acdo da
Biopterina, visto que, ela pode auxiliar na sintese de ON e também € uma medica¢éo usada
em pacientes com a patogenia.

PALAVRAS-CHAVE: Disfungdo Neuronal, Oxido Nitrico, Raiva.
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ABSTRACT

Introduction: Human rabies is a viral disease transmitted by animals and considered fatal
to humans in almost 100% of cases; in the world, only five people were cured; in these
cases, the Milwaukee protocol was implanted, where the patient is induced to coma and
specific antiviral therapies. Transmission occurs through contact with the infected animal's
saliva, bites and even whole skin. It can also be transmitted through inhalation in caves with
large numbers of infected bats, by transplantation of organs such as liver, kidneys and lungs,
and transplantation of the cornea. When the virus inoculates in the individual, it reaches 1
cm per day until reaching the Central Nervous System (CNS), because its displacement
occurs by neurotransmitters and not by the bloodstream where there are numerous cells
that are part of the immune system, ends up favoring it that is housed not giving the body
time to react. The virus has affinity for the CNS causing an aggressive neuronal dysfunction
and, consequently, an increase in the amount of Nitric Oxide (NO), there is a possibility that
it can mediate neuronal dysfunction. The production of NO occurs naturally in our body
through several cells, this process depends on various substances like oxygen, NADPH,
flavins and biopterins. It is noteworthy that biopterin is a medication used initially in the
treatment of the patient with the pathogenesis of human rabies. Objective: To consider the
possibility of an inhibitor to limit the amount of ON and to analyze the treatment with
biopterin, since it helps in the synthesis of ON. Methodology: A bibliographic review was
carried out with a study of scientific articles encompassing human rabies and nitric oxide.
The objective was to understand the subject encompassing several previous studies. Of the
36 articles, we followed the reading of each abstract / article, evidencing those that
responded to the objective proposed by this study. Results: Semiquantitative tests were
performed for the detection of NO in the central nervous system in mice infected with the
rabies virus. The detection was minimal or null initially, after the first clinical signs of the
disease appeared, the test was repeated and the amount of ON in the system central
nervous system gradually increased. Conclusion: We approach human rabies and we have
seen that despite being an ancient and serious disease, it is still quite neglected. The clinical
signs of this disease are quite aggressive, affecting mainly the nervous system, based on
this, we saw that a factor responsible for the neuronal dysfunction of the disease is nitric
oxide. According to the scientific studies described in the literature, as the clinical signs of
the disease appeared the rates of nitric oxide in the CNS increased, suggesting to consider
the possibility of an inhibitor to limit the amount of nitric oxide, knowing that the action of it
beneficial or evil is based on the amount of this substance present, and to analyze the action
of Biopterin in the synthesis of nitric oxide, since it may aid in the synthesis of ON and is
also a medication used in patients with the pathogenesis.

KEYWORDS: Neuronal Dysfunction, Nitric Oxide, Rabies.
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