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HOW CAN WE TARGET HUNTINGTIN FIBRILS?

CAN WE INHIBIT HUNTINGTIN AGGREGATION?

CAN WE DETERMINE THE INHIBITION EFFECT ON HUNTINGTIN FIBRIL SIZE?

HOW DO WE ENVISION OUR NEXT STEPS?

t = 0 h
HR = 1.7 nm

t = 1.5 h
HR = 3.8 nm

t = 3 h
HR = 60 nm

t = 5 h
HR = 233 nm

MONITORING AGGREGATION

Analyte: only Huntingtin

Indicator: Huntingtin + peptide

Fluorescent signal →

Hydrodynamic radius 
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Diffusion

INHIBITING AGGREGATION

Example 
HR = 27 nm

PEPTIDES TO MONITOR AND INHIBIT AGGREGATION

FLOW INDUCED DISPERSION ANALYSIS (FIDA) PRINCIPLE

Coupled peptide
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fibril

PolyQNT PRD

Healthy 

Q repeats < 40

PolyQNT PRD

Huntington’s Disease

Q repeats > 40

RECOGNISE FIBRILS TARGET FOR UBIQUITINATION DEGRADE

THIOFLAVIN T (ThT) ASSAY

CONCLUSIONS

PEPTIDE INHIBITS HTTEX1Q44 AGGREGATION

1Cellular Protein Chemistry, Bijvoet Center for Biomolecular Research, Utrecht University, The Netherlands, 2 Science for Life, Utrecht University, The Netherlands,
3Institute of Chemistry, The Hebrew University of Jerusalem, Israel, 4Present address: School of Cellular and Molecular Medicine, University of Bristol, United

Kingdom

f.a.dekker@uu.nl

MBP

Factor Xa

Fluorescence

emission

37 oC

600 rpm

Thioflavin T Time [h]

T
h

T

F
lu

o
re

sc
e
n

ce
 

MEASURING FIBRIL SIZE

HR = 2 nm folded
3 nm unfolded

HR = +/- 27 nm
9-15 monomers

HR max measured: 500 nm
Fibrils grow exponentially

DESIGNER PEPTIDE INHIBITS 

AGGREGATION

STAINING FIBRILS

Visible for FIDA measurement


