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Alternative names: Endopeptidase 24.15, MP78

Aenght: 689 aa, Mass: 78 kDa

MBelongs to the family of zinc metalloendopeptidases

ATHOPL1 is a Zn2*-dependent enzyme that preferentially cleaves peptides 6i 17
amino acids in length

ARelative high expression levels in brain, pituitary and testes

A ocalization in cytosol, but also less predominantly in nuclear fractions and

extracellular space

AD/PD Satellite Symposium é% ADlT

European Union Funding for Alzheimer Diseable ADIT Project ¢ rh rramework
Prague, March 10, 2009 PROGRAMME



PNOC (nociceptin
( ptin) S NTS (neurotensin)

,—{ WIME (neprilysin)
r r TAC1 1)
ECE1 (endothelin-cony. enz) GNRH1 1)
IDE (nsulysin)

THOP1 substrates

e & ACE (angiotensin-cony. enz)
WIPG (matrix metalloproteinases) R

WMetallo endopeptidases

\. J

PLG sideprad|

SerProteases

APP

e 14-3-3¢ THOP1 complex

metorphamide (adrenorphin) ‘\-J

THOP1 substrates

epitope presentation

THOP1 products

Neurofibiilar tangles

-
A —
Nucleus ,%
THOP1 oligomerization

SIXTH FRAMEWORK

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




|- - === /: —————————————————— =.= 1

I

: [ intracellular

: GnRH (1-9) ’\1 proteins

I 26S proteasome

I (p;gﬂd::) MHC class | complex
I

| [ Dynorphin a(1-8) ’\1

I > 6 aa

: ‘ metorphamide (adrenogg THOP1

| Qp#~lbstrates aminopeptidases <6aa

Y N Dy aminopeptidases

|

I . :

I Free amino acids

I

: r W] -

I THOP1 limits antigen presentation by MHCI by breakdown of antigenic peptides (Kim et al.,
I 2003; York et al., 2003)

|

: A Suggested role for THOPL1 in regulation of MHCI expression in immune-privileged sites,
I like the brain

| I | II ©- o € rojec SIXTH FRAMEWORK

————————————————————— e\ T ST



I b I
| , ) ) | 1
. |
[ TACH (protachykinin 1) ] I
I ) ) I pelin-cony. enz) GMRH1 (progonadolibering 1)
B Angiotensin | I :
| THOP1 substrates |
I [ iotensi I
Dynarphin agi-8) Angiotensin Il

I I
I [ metarphamide (adrenorphin) ’\1 o :
I
I \ THOP1 substrates y I
| | I

1
I E I

|
: S I
I 3 I
: T R

/
10-phenanthroline; I . . -

I epitops presentation | ’ G. Pollio et al., Neurobiology of Disease 31 (2008)

Ceom D> I
' [ |

o hin a{1-13)

I ynorpnin a I
' —
— — — — — — — — — — — — — — — — — — —

AD/PD Satellite Symposium
European Union Funding for Alzheimer DiseaBlee ADIT Project
Prague, March 10, 2009

&é% \piT

SIXTH FRAMEWORK
PROGRAMME



___________ -
THOP1 immunohistochemistry W

Conn et al., 1996

A

P

Meurofibrilar tangles

0

THOP1 oligomerization

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

L e e e e e e e e e e e D e e e ——— -
PROGRAMME




|

b

i-‘\ﬁ - \{ ACE (angiotensin-cony. enz) | :
MMPE {matrix metalloproteinased) ‘ —l

I

\ Metallo endopeptidases ‘-’ I

| B , I

PLG {plasminogen}’;--\,_li . I

THOP1 mediated A b degradation is |

: CTSG (Catfl . . . . |

[PLo wiasminogen pre inhibited by al-antichymotrypsin \:
g I

i

o
o

Yamin et al., 1999
i) z PSR

o i

al-antichymotrypsin immunohistochemistry

Rozemuller et al., 1991

T

European U

! 4
Prague, March 10, 2009 PROGRAMME



Phospho Tau (AT8)

Control

Phospho Tau (AT8)

AD

AD/PD Satellite Symposium é‘% AD IT

European Union Funding for Alzheimer DiseaBlee ADIT Project g 7n rramework
Prague, March 10, 2009 PROGRAMME



