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PRESENT RESEARCH AREA
Brief summary (key words).

My main research line has been the role of oxidative stress in Alzheimer’'s Disease. My group elucidated
the importance of mitochondria in generating oxidants by their direct interaction with Alzheimer’s amyloid-
beta peptide. This led to the explanation of the observed gender difference in neuronal apoptosis in
Alzheimers. Essentially, amyloid-beta peptide enters the neuron and binds iron from heme of the
respiratory chain complexes. This leads to uncontrolled release of free radicals. Young females are
protected, but older females are more susceptible to damage than older males, thus explaining the higher
incidence of the disease in post-menopausal women compared to age-matched men.

In the last years, we are focus in the studying of molecular changes produced by beta-amyloid toxicity.
We propose a mechanism to link Ap toxicity and tau hyperphosphorylation in AD by the upregulation of
RCANT1 gene expression. RCAN1 proteins then both inhibit calcineurin and induce expression of GSK3b.
Both mechanisms shift tau to a hyperphosphorylated state.
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PARTICIPATION IN RESEARCH PROJECTS

10.

1.

. PROJECT TITLE: PAPEL DE LOS RADICALES LIBRES EN EL ENVEJECIMIENTO Y

ENFERMEDADES ASOCIADAS AL MISMO. FINANCIAL ENTITY: FIS 98/1462. LENGHT
FROM: 1998 TO: 2000. PRINCIPAL INVESTIGATOR: José Vifia Ribes.

PROJECT TITLE: “MONITORIZACION DEL DANO OXIDATIVO TRAS LA ADMINISTRACION
DE OXIGENO A NEONATOS A TERMINO EN EL PERIODO POSTNATAL INMEDIATO".
FINANCIAL ENTITY: Sociedad Esparfiola de Pediatria. LENGHT FROM: 1999 TO: 2000.
PRINCIPAL INVESTIGATOR: Méaximo Vento Torres.

PROJECT TITLE: “ENVEJECIMIENTO Y RADICALES LIBRES. REGULACION DE LA
EXPRESION DE DISTINTOS GENES ANTIOXIDANTES POR ESTROGENOS Y POR
COMPONENTES DE LA DIETA.” FINANCIAL ENTITY: Ministerio de Ciencia y Tecnologia. REF:
BFI-2001-2849. LENGHT FROM: 2001. TO: 2003. PRINCIPAL INVESTIGATOR: José Vifia
Ribes.

PROJECT TITLE: ESTUDIO DE LA TOXICIDAD INTRACELULAR DEL PEPTIDO BETA-
AMILOIDE: RELACION CON EL ESTRES OXIDATIVO Y LA APOPTOSIS". FINANCIAL
ENTITY: Conselleria de Cultura y Educacion. REF: GV2004-A-112. LENGHT FROM:.. 2004. TO:
2005. PRINCIPAL INVESTIGATOR: Ana Lloret Alcaiiz.

PROJECT TITLE: PAPEL DE LOS RADICALES LIBRES EN EL ENVEJECIMIENTO Y
ENFERMEDADES ASOCIADAS, EN ESPECIAL LA ENFERMEDAD DE ALZHEIMER Y LA
SARCOPENIA SENIL. PREVENCION MEDIANTE LA INDUCCION DE GENES
ANTIOXIDANTES. FINANCIAL ENTITY: Ministerio de Ciencia y Tecnologia. SAF04-3257.
LENGHT FROM: 2003. TO: 2006. PRINCIPAL INVESTIGATOR: Jose Vifia Ribes.

PROJECT TITLE: REGULACION DEL CICLO CELULAR EN EL SINDROME DE DOWN. PAPEL
DE ESTRES OXIDATIVO. FINANCIAL ENTITY: Proyecto Intramural. CIBERER. PRINCIPAL
INVESTIGATOR: Federico V. Pallard6 Calatayud. LENGHT FROM: 2007 TO: 2008

PROJECT TITLE: COENZIMA Q COMO SENSOR DE LA HOMEOSTASIS MITOCONDRIAL.
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Navas. LENGHT FROM: 2007 TO: 2008

PROJECT TITLE: CIBERER (CIBER DE ENFERMEDADES RARAS, Coordinador: Francisco
Palau. FINANCIAL ENTITY: Instituto de Salud Carlos Ill (Referencia CB06/07/0073). LENGHT
FROM: 2007 TO: 2010 PRINCIPAL INVESTIGATOR: Federico Pallardé.

PROJECT TITLE: SUSCEPTIBILIDAD DE TOXICIDAD DEL PEPTIDO BETA-AMILOIDE
FINANCIAL ENTITY: Conselleria de Sanidad. REF: AP042/09. LENGHT FROM: 2009 TO: 2010.
PRINCIPAL INVESTIGATOR: Ana Lloret Alcaiz.

PROJECT TITLE: REGULACION EPIGENETICA DE LA PROLIFERACION CELULAR POR EL
GLUTATION NUCLEAR. FINANCIAL ENTITY: CICYT. SAF2008-01338. LENGHT FROM:
01/01/2009 TO: 31/12/2011 PRINCIPAL INVESTIGATOR: Federico V. Pallardé Calatayud.

PROJECT TITLE: PERFIL OXIDATIVO Y PROLIFERACION CELULAR EN FIBROBLASTOS DE
PACIENTES CON ANEMIA DE FANCONI SOMETIDOS A HIPOXIA. FINANCIAL ENTITY:
CIBERER. INTRA/08/ 733.2. LENGHT FROM: 01/01/2009 TO: 31/12/2010. PRINCIPAL
INVESTIGATOR: Federico V. Pallardo Calatayud



12. PROJECT TITLE: DETERMINANTES MOLECULARES DE LA EVOLUCION DE PACIENTES
CON EPIDERMOLISIS BULLOSA. FINANCIAL ENTITY: CIBERER. INTRAQ9/ 733.3. LENGHT
FROM: 01/01/2009 TO: 31/12/2010. PRINCIPAL INVESTIGATOR: Federico V. Pallardd
Calatayud

13. European Projects

14. PROJECT TITLE: ESCODD (European Standards Committee on Oxidative on DNA Damage).
FINANCIAL ENTITY: EU FRAMEWORK V PROGRAME: Quality of life and management of living
resources. Key Action 1.QLK1-CT-1999-00568. LENGHT FROM: 01/01/1999 TO: 31/12/2002.
PRINCIPAL INVESTIGATOR: Professor Andrew Collins of The Rowett Research Institute,
Aberdeen, UK.

15. PROJECT TITLE: EUROS PROJECT (European Research on Oxidative Stress). FINANCIAL
ENTITY: European Commission DGXII REFERENCIA DEL PROYECTO: BMH4-CT98-3107
LENGHT FROM: 01/01/2003 TO: 31/12/2006. PRINCIPAL INVESTIGATOR: Giovanni Pagano.
Italian National Cancer Institute,G. Pascale Foundation. Naples, Italy,

PUBLICATIONS

BOOKS

BOOK TITLE: RADICALES LIBRES Y ESTRES OXIDATIVO EN BIOMEDICINA: IMPORTANCIA Y
UTILIDAD DE LOS ANTIOXIDANTES EN LA PREVENCION DE PROCESOS FISIOPATOLOGICOS
RELACIONADOS. TITLE: DEPORTE DE ALTA COMPETICION Y DANO OXIDATIVO. PAPEL DE LOS
NUTRIENTES ANTIOXIDANTES. AUTHORS: MC Gémez-Cabrera, A. Gimeno, A. Lloret, JB. Mifiana, R
Marquez, J. Viia YEAR: 1999

BOOK TITLE: RADICALES LIBRES Y ESTRES OXIDATIVO EN BIOMEDICINA: IMPORTANCIA Y
UTILIDAD DE LOS ANTIOXIDANTES EN LA PREVENCION DE PROCESOS FISIOPATOLOGICOS
RELACIONADOS. TITLE: EL ESTRES OXIDATIVO EN EL ENVEJECIMIENTO. PREVENCION
MEDIANTE LA ADMINISTRACION DE ANTIOXIDANTES NATURALES. AUTHORS: Juan Sastre, Jose
Garcia de la Asuncion, Miguel Asensi, Ana Lloret, Juan B. Mifiana, Federico V. Pallardd, José Vifia.
YEAR: 1999.

BOOK TITLE: EL ALZHEIMER: TEORIA Y PRACTICA. TITLE: RADICALES LIBRES Y
ANTIOXIDANTES. PAPEL EN LA ENFERMEDAD DE ALZHEIMER. AUTHORS: A. Lloret, D. Alonso y J.
Vifia Aula médica editores. ISBN: 84-7885-251-4. YEAR: 2000

BOOK TITLE: FRONTIERS IN AGING AND NEURODEGENERATIVE DISORDERS: FUNDAMENTAL
ASPECTS, CLINICAL PERSPECTIVES AND NEW INSIGHTS. TITLE: OXIDATIVE STRESS IN
ALZHEIMER’S DISEASE. EFFECTIVENESS OF TREATMENT WITH ANTIOXIDANTS. Autores: J. Vifia,
A. Lloret, R. Orti and D. Alonso Edited by Tomris Ozben Akdeniz University, Medical Faculty,
Department of Biochemistry, 07070 Antalya, TURKEY and Mordechai Chevion The Dr. W. Ganz Chair of
Heart Studies, The Hebrew University-Hadassah Medical School, P. O. B. 12272, Jerusalem IL-91120,
ISRAEL. ISBN: 1-58603-428-6. YEAR: 2004



BOOK TITLE: BIOGERONTOLOGIA MEDICA. TITLE: DETERMINACION DE LA BASE OXIDADA 8-
HIDROXI-2-DEOXIGUANOSINA EN EL ADN MITOCONDRIAL. AUTHORS: A. Lloret, J. Sastre, J.
Garcia de la Asuncion, F.V. Pallardo y J. Vifia. Ed. Sociedad Espariola de Geriatria y Gerontologia.
ISBN: 978-84-8473-765-0. YEAR: 2009.
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Country USA. Date: 1999 Length (weeks): 8 Key: Measured of DNA oxidation by
HPLC.

Centre: Laboratory of Genetics Place: Madison (Wisconsin) Country: USA Date: 2000
Length (weeks): 5 Key: Multigenic analysis by Affymetrix technology.

Centre: National University Hospital of Copenhagen Place: Copenhagen. Country:
Denmark. Date: 2001 Length (weeks): 4 Key: Measured of oxidized nucleotides in
urine and isolated DNA by Mass Spectroscopy.

Centre: Institute of Public Health. University of Copenhagen Place: Copenhagen
Country: Denmark Date: 2001 Length (weeks): 4 Key: Measured of 8-hydroxi-2,
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EFECTO DE LA EDAD EN EL TRANSPORTE DE GLUTATION A LA MITOCONDRIA. ESTUDIO IN
VIVO. Lloret, A.; Richter, C. And Vifia, J. Congreso 50 aniversario de la Sociedad Espafiola de Geriatria
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M.C; Borras, C.; Royo, D.; Marquez, R.; Aranda, R.; Buenestado, M.D.; Pallardo, F.V.; Pereda, J.; Vifia,
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LIPOSOMES CONTAINING CYTOCHROME C INDUCE APOPTOSIS IN 3T3 FIBROBLAST.
Buenestado, M.D.; Royo, D.; Lloret, A.; Borras, C.; Gomez-Cabrera M.C.; Pallardo, F.V. and Vifa, J. lind
International Meeting on OXIDATIVE STRESS: BIOCHEMISTRY AND PATHOPHYSIOLGY Winter
Meeting of the Society for Free Radical Research-Europe. Valencia (Espafia) Nov.30- Dic. 2, 2000

INDUCTION OF XANTINE OXIDASE ACTIVITY DURING RAT MAMMARY GLAND APOPTOSIS .Royo,
D.; Mompo, J.; Lloret, A.; Prieto, M.J.; Buenestado, M.D.; Borras, C.; Gomez- Cabrera, M.C.; Mifiana,
J.B.; Pallardd, F.V. and Vifia, J.lInd International Meeting on oxidative stress: biochemistry and
pathophysiolgy winter meeting of the Society for Free Radical Research-Europe. Valencia (Espafia)
Nov.30- Dic. 2, 2000

GENDER DIFFERENCES IN PEROXIDE PRODUCTION BY MITOCHONDRIA. RELEVANCE FOR LIFE
SPAN DIFFERENCES Borras, C.; Garcia-Sala, D.; Gomez- Cabrera, M.C.; Lloret, A.; Buenestado, M.D.;
Royo, D.; Sastre, J. and Vifia, J. lInd International Meeting on oxidative stress: biochemistry and
pathophysiolgy winter Meeting of the Society for Free Radical Research-Europe. Valencia (Espafia)
Nov.30- Dic. 2, 2000
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on oxidative stress: biochemistry and pathophysiolgy winter meeting of the society for free radical
research-Europe. Valencia (Espafia) Nov.30- Dic. 2, 2000
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J. Y Lloret, A. XXV Congreso de la Sociedad Espafiola de Anestesiologia, Reanimacion y Terapia del
Dolor. Tenerife (Espafia) 6-9 Julio 2001.

EGB 761 PROTECTS AGAINST THE AGE-RELATED OXIDATIVE STRESS IN POST-MITOTIC
TISSUES. Sastre J, Lloret A, Borras C, Pereda J, Garcia-Sala F, Martin JA, Gomez MC, Alguacil P, Droy-
Lefait MT, Pallardo FV and Vifia J. Ginkgo Biloba extract. Berlin 11-12 October 2002.

GENDER DIFFERENCES IN OXIDATIVE STRESS: LIVER MITOCHONDRIA FROM FEMALE RATS
AXHIBIT HIGHER ANTIOXIDANT EXPRESSION AND LOWER OXIDATIVE DAMAGE THAN MALES.
Borras, C.; Garcia-Sala, D.; Lloret, A.; Gomez- Cabrera, M.C.; Sastre, J., Pallardé FV, Mann GE and
Vifia, J. Physiologycal society meeting, London 2002
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Morera, J., Esteras, A., Pallardd, F.V., Sastre, J. y Vifa, J. VII Reunién del Grupo Espafiol de Radicales
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VITRO. Borrés, C.; Garcia-Sala, D.; Lloret, A.; Gomez-Cabrera, MC.; Royo, D.; Pereda, J.; Rus, D.;
Mifana, J.; Sastre, J.; Pallardo, F.V; Vida, J. VIl Reunion del Grupo Espafiol de Radicales Libres y IlI
Reunion Iberoamericana. Caceres,Espafia,26-28 de Septiembre de 2002.

LA DEPLECION DEL GSH INHIBE LA ACTIVIDAD TELOMERASA EN FIBROBLASTOS 3T3. Borras, C.;
Esteve, J.; Royo, D.; Gomez-Cabrera, MC.; Lloret, A.; Pereda, J.; Rus, D.; Mifana, J.; Sastre, J.;
Pallardo, F.V.; Vifia, J. VII Reunion del Grupo Espafiol de Radicales Libres y Il Reunion Iberoamericana.
Caceres,Espafia,26-28 de Septiembre de 2002.

BLOOD GLUTATHIONE LEVELS IN FA PATIENTS Ana Lloret, Dolores Royo, Federico V. Pallardd
Poster Pertisau, Austria 2002

PAPEL DEL ESTRES OXIDATIVO EN LA REGULACION DE LA APOPTOSIS EN LA GLANDULA
MAMARIA DE RATA LACTANTE. Rus, D.; Royo, D.; Zaragoza, R.; Garcia, C.; Vifia, J.R.; Borras, C.;
Aranda, R.; Pereda, J.; Lloret, A.; Sastre, J.; Vifa, J.; Pallardd, F.V. VII Reunion del Grupo Espafiol de
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Royo, D.; Pereda, J.; Borrés, C.; Gomez-Cabrera, MC.; Gomez-Cambronero, L.; Sastre, J.; Pallardd,
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Caceres,Espafia,26-28 de Septiembre de 2002.
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Royo, D.; Gémez-Cabrera, MC.; Borras, C.; Pereda, J.; Rus, D.; Pallardé, F.V.; Sastre, J.; Vifa, J.;
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APPLICATIONS O FLOW CYTOMETRY IN THE STUDY OF MITOCHONDRIAL AGEING. Royo, D.;
Lloret, A.; Gomez-Cabrera, MC.; Rus, D.; Borras, C.; Pereda, J.; Sastre, J.; Pallardo, F.V.; Vifa, J.;
Oxidants and antioxidants in Biology. Oxygen Club of California and Universidad de Cadiz. February 6-9,
2003. El Puerto de santa Maria, Cadiz, Spain.

XANTHINE OXIDASE INHIBITION WITH ALLOPURINOL PREVENTS ERK1/2 AND p38
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Gomez-Cabrera, MC.; Royo, D.; Lloret, A.; Rus, D.; Borrés, C.; Pereda, J.; Sastre, J.; Pallardo, F.V.;
Vifia, J.; Oxidants and antioxidants in Biology. Oxygen Club of California and Universidad de Céadiz.
February 6-9, 2003. El Puerto de santa Maria, Cadiz, Spain.

INTRACELLULAR TOXICITY OF BETA-AMYLOID: INCREASE PEROXIDE PRODUCTION IN
ISOLATED MITOCHONDRIA. Lloret, A.; Royo, D.; Borrés, C.; Gomez-Cabrera, MC.; Pereda, J.; Rus,
D.; Sastre, J.; Pallardd, F.V.; Alonso, M.D. and Vifia, J. Oxidants and antioxidants in Biology. Oxygen
Club of California and Universidad de Cadiz. February 6-9, 2003. El Puerto de santa Maria, Cadiz, Spain.



BLOCKADE OF MAP KINASE ACTIVATION IN ACUTE PANCREATITIS BY SIMULTANEOUS
INHIBITION OF TNF-ALFA PRODUCTION AND XANTHINE OXIDASE. Pereda, J.; Doménech, E.;
Royo, D.; Gomez-Cabrera, MC.; Lloret, A.; Borras, C.; Rus, D.; Sabater, L.; Aparisi, L.; Vifa, J. and
Sastre, J. Oxidants and antioxidants in Biology. Oxygen Club of California and Universidad de Cadiz.
February 6-9, 2003. El Puerto de santa Maria, Cadiz, Spain.
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Rus, A.D.; Royo, D.; Lloret, A.; Zaragoza, R.; Borras, C.; Gomez-Cabrera, MC.; Pereda, J.; Garcia, C.;
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