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Introduccio Proteines: Plegament

Amino Acids: a7y
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Introduccio Proteines: Plegament
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Introduccio Proteines: Plegament
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R. Sabaté, et al. FEBS Journal 276, 5053-5064 (2009)
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Hartl F, Bracher A & Hayer-Hartl M. Nature 475, 324-332 (2011)
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Introduccio

Proteines: Agregats Amiloides
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Tabla 1. Principales proteinas relacionadas con la formacion de fibras amileides implicadas en

enfermedades humanas. Figura adaptada de (Bhak, Choe et al. 2009).

Proteina Estructura nativa Enfermedad
Peptido B amiloide Desestructurada Alzheimer
a-Sinucleina Desestructurada Parkinson

B2-microglobulina

Huntingtina

Immunoglobulina dominio V.

Polipéptido amiloide de los
islotes

Lisozima

Proteina pridnica

Transtirretina

Globular (hojas B)

Variable (poliGIn)
Globular (hojas B)

Desestructurada

Globular (hélices a, hojas B)

Globular (hélices a, hojas B)

Globular (hojas B)

Amiloidosis relacionada con
dialisis

Huntington

Amiloidosis asociada a cadenas
ligeras

Diabetes tipo II

Amiloidosis sistémica
hereditaria
Creutzfeldt-lakob

Amiloidosis sistémica senil
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Introduccio Bacteris i cossos d’inclusié (IBs)
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Introduccio Bacteris i cossos d’inclusié (IBs)

Imatges de microscopia electronica de
transmissio de cossos d’inclusio

7
Escher/ch/a coli amb cossos d'inclusio parcialment tractats amb proteinasa K (PK).
Morell M, Bravo R, et al. Biochim Biophys Acta
1783(10): 1815-25 (2008)
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Idea principal

IB
L £
Sobre-expressio proteina g -
E. coli recombinant (amiloide) E. coli
IB
2. Thioflavina-S (Th-S) \
Sobre-expressié proteina
E. coli recombinant (amiloide) E. coli
Espargard A. Mol BioSyst, 8: 2839-2844 (2012)
UNIVERSITATo: H ﬂE | Institut de Nanociéncia
i Nanoteenologi
BARC E LONA lUNili\!:'lT[i’Reﬁ'cl['Il‘.".i'l.f’Lgfaial_w\l-'((?IiLOI\‘."\




Idea principal

IB
2. Thioflavina-S (Th-S) .
Sobre-expressié proteina
E. coli recombinant (amiloide) E. coli
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Espargard A, et al. Mol BioSyst 8: 2839-2844 (2012)
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Idea principal

IB
- ‘ @
Sobre-expressio proteina
E. coli recombinant (amiloide) E. coli
IB
2. Thioflavina-S (Th-S) = ‘
Sobre-expressié proteina g
E. coli recombinant (amiloide) E. coli
IB
3. Th-S + compost R
Sobre-expressio proteina
E. coli recombinant (amiloide) E. coli
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Idea principal

3. Th-S + compost

Sobre-expressio proteina g
E. coli recombinant (amiloide) E. coli

Plegament
correcte

AB42 soluble

AB42 agregat
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Resultats

AB42 AB42 + AB42 + 100 I
Induced control Propidium iodide  (*)-Huprine Y =
— 80
=}
o —
5 800
= =
273 S 40 I
c = s n
= © [e)
2% zE 20
(%} t; 0
c ©
= < AB42 Induced AB42 + AB42 +
control Propidium iodide ()-Huprine Y

Pouplana S, et al. Curr Med Chem 21(9):1152-9 (2014)
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Resultats

Calcul del % d’inhibicid

Bacteris no induits
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Resultats

Calcul del % d’inhibicid
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Espargaro A, et al. J Nat Prod 80(2):278-289 (2017)
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Resultats

Calcul de la IC,

Apigenin Quercetin
A C
100
;\; ;\; 80
S S 60
= £ 40
£ £
20
' . ; ; ) 04 ; : ; )
0 500 1000 1500 2000 0 500 1000 1500 2000
B [Apigenin] (uM) D [Quercetin] (uM)
1004 1004
9 80 176.2 uM 9 80 124.6 uM
.5 60 .5 60
3 3
T 40 T 40-
£ £
20 20
0 'Y‘ e T T T T 1 c : A A T T 1
-2 -1 0 1 2 3 4 -2 -1 0 1 2 3 4
log [Apigenin] log [Quercetin]

Espargard A, et al. J Nat Prod 80(2):278-289 (2017)
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Resultats

Estudi de la cinetica d’agregacid
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Resultats

Estudi de la cinetica d’agregacid

20 O Sin inhibidor (control)
O Apigenina Table 1. Kinetic Parameters of Aff42 Amyloid Aggregation
g 157 O Quercitina inhibitor without apigenin® quercetin®
o k, (10%min™) 580.7 4264 496.5
o 107 k2P (M min )P 1657.7 3697.7 6829.6
%) , (min) 64.4 813 82.7
£ 5 t,,» (min) 284.7 3062 293.0
t, (min) 504.9 531.1 503.4
o - inhibition (%) 0.0 527 75.4
0 100 260 360 460 560 660
Time (min)

Cinética d’agregacid in cellulo del peptid Ap42

Espargaro A, et al. J Nat Prod 80(2):278-289 (2017)
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MOLTES GRACIES PER LA VOSTRA ATENCIO

Alba Espargaré Colomé
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