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x Amyloid fibrils are highly ordered protein aggregates. R —
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The experiments were done at DifferedaClconcenterations

X The excellent agreement between the four techniques confirms that the process of fibril elongation along a surface enétpuina elongation in bullsolution
X the plots illustratethat the observed screening effects have no detectable temperati@gendence irthe investigated temperatureang
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longer amyloid fibrils are
more stable

Schematic model for the mechanism of fibril formation

Cof i 2 YA ZAQANND 5132 WEBARNS 3Bydi F GARya AT
R N Y (1) Unstructured monomers and 328 Y Y S GYNSREBrN R
generic property e S disordered aggregates are present in

v ’ solutionafterdissolvinghe peptide in50%
| CHCN

R D © iy prosent cooxistith orcored

; ‘ o () O) aggregates.
neurotoxic effects { R E © © (3) Following the solvent shift 0%
S == @ m:@@@ ey O V) CHBCN, some of the ordered aggregates
) AN © © redissolve but
— orn s s there are still the same three species in
et _WW _ , solution
mY Shactrs and 5 boning J (4) Selm plete fibrils.

the prevention
of these fibril formation

_ 0 SE}v u] &} P dHbDamoi(
Electron micrographs oB(1-28) AFM images of insulin fibrils observed
amyloid fibrils

(AB0OmIn
(Bo7 min
(C)137min
(D)X week

O. S Nnmm

8.3 nm

O.< mnm

(Al hour phosphate buffer , (Bl hoursphosphate buffer

(C)3 month phosphatebuffer, (DB hours in PBS CAAl vas = o

(E)7 weeks in PBS , (F) p#i# RSXARSI Oy2{ d ufibrils
(b) Elongatdibrils

electrostatic effects control protein aggregation

longer amyloid fibrils are more stable Discussion
the formation of amyloid fibrils are a generic property of polypeptide chains

magnitude of binding of a variety of ions to protein molecules



