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RESUMEN

Durante décadas, el cancer cervical se ha mantenido como uno de las neoplasias
con mayor incidencia a nivel de Latinoamérica. Sin embargo, las medidas
actualmente implementas para su deteccion, son poco sensibles y poco eficaces.
Por ello, surge la necesidad de la implementaciéon de métodos y tecnologias que
permitan superar estas dificultades para la realizacion de tratamientos oportunos.
El objetivo del estudio fue detectar VPH por MALDI-TOF/TOFen pacientes
infectadas y sin Neoplasia Intraepitelial Cervical. Un enfoque de alto rendimiento
basado en la digestion de proteinas en gel 1D-SDS PAGE y MALDI-TOF/TOF
acoplado a herramientas bioinformaticas fue utilizado para la busqueda de
proteinas virales, a partir de 11 muestras de cepillados cervico-uterinos.El estudio
por espectrometria de masas en tAndem permitié la identificacion de presencia
viral en seis pacientes. Se detectaron 21 secuencias peptidicas virales,
correspondientes a proteinas de expresion temprana y tardia. Se identificaron
cuatro casos de infecciones mudltiples. El estudio permitié la identificacion de
genotipos de bajo y de alto riesgo ampliamente estudiados, pero también de
genotipos poco reportados. Adicionalmente, se identificaron diversas proteinas
correspondientes a bacterias de caracter antimicrobiano y a bacterias que
aumentan la susceptibilidad a la infeccion, persistencia y progresion a cancer. Asi
como también, se pudieron caracterizar proteinas humanas.El presente estudio
condujo a la deteccién de proteinas de VPH mediante el desarrollo de un sistema
robusto, de alta precisién y con alto potencial para ser aplicado a gran escala en

el diagnéstico clinico rutinario.
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ABSTRACT

For decades, cervical cancer has remained one of the neoplasms with the highest
incidence in Latin America. However, the measures currently implemented for their
detection are not very sensitive and not very effective. Therefore, there is a need
for the implementation of methods and technologies to overcome these difficulties
in order to carry out timely treatments. The objective of the study was to detect
HPV by MALDI-TOF/TOF in infected patients and without Cervical Intraepithelial
Neoplasia. A high-performance approach based on the digestion of 1D-SDS
PAGE and MALDI-TOF/TOF gel proteins coupled to bioinformatics tools was used
to search for viral proteins, from 11 cervico-uterine brushing samples. The study
by tandem mass spectrometry allowed the identification of viral presence in six
patients. 21 viral peptide sequences were detected, corresponding to early and
late expression proteins. Four cases of multiple infections were identified. The
study allowed the identification of genotypes of low and high risk widely studied,
but also of genotypes little reported. Additionally, several proteins corresponding to
bacteria of antimicrobial character and to bacteria that increase the susceptibility
to infection, persistence and progression to cancer were identified. As well as,
human proteins could be characterized. The present study led to the detection of
HPV proteins through the development of a robust, high-precision system with

high potential to be applied on a large scale in routine clinical diagnosis.
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