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Identification of THOP1 as a protein differentially modulated by Aɓ25-35 in cortical 

neurons (G. Pollio et al., Neurobiology of Disease 31, 2008)

2D gel analysis:

Total neuronal proteins Total phosphorylated

neuronal proteins

Profile of THOP1 containing spot after 2D gel analysis (repeated experiments):

* 1.21 fold change, P<0.05

two-way-ANOVA, FDR adjusted mRNA expression levels of THOP1

after Aɓtreatment:
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THOP1: Thimet oligopeptidase 1 (EC 3.4.24.15)

ÅAlternative names: Endopeptidase 24.15, MP78

ÅLenght: 689 aa, Mass: 78 kDa 

ÅBelongs to the family of zinc metalloendopeptidases 

ÅTHOP1 is a Zn2+-dependent enzyme that preferentially cleaves peptides 6ï17 

amino acids in length 

ÅRelative high expression levels in brain, pituitary and testes

ÅLocalization in cytosol, but also less predominantly in nuclear fractions and 

extracellular space
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THOP1 context map generated using CellDesigner

G. Pollio et al., Neurobiology of Disease 31 (2008)
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THOP1 is involved in proteolysis of pre-antigens after proteasomal degradation

G. Pollio et al., Neurobiology of Disease 31 (2008)

26S proteasome
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THOP1 limits antigen presentation by MHCI by breakdown of antigenic peptides (Kim et al., 

2003; York et al., 2003)

Ą Suggested role for THOP1 in regulation of MHCI expression in immune-privileged sites, 

like the brain
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THOP1 is involved in the metabolism of neuropeptides:

bradykinin, neurotensin and gonadotropin-releasing hormone

G. Pollio et al., Neurobiology of Disease 31 (2008)
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THOP1 is present in neurofibrillary tangles and senile plaques

G. Pollio et al., Neurobiology of Disease 31 (2008)

THOP1 immunohistochemistry
Conn et al., 1996
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THOP1 indirectly degrades  Aɓby activating serine proteases

G. Pollio et al., Neurobiology of Disease 31 (2008)

THOP1 mediated A ɓdegradation is 

inhibited by a1-antichymotrypsin
Yamin et al., 1999

a1-antichymotrypsin immunohistochemistry
Rozemuller et al., 1991
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THOP1 immunohistochemstry in nondemented-control and Alzheimerôs disease 

brain (G. Pollio et al., Neurobiology of Disease 31, 2008)
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