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[0016] Definitions

[0017] “Small molecule”, as used herein, means a mol-
ecule less than 5 kiloDalton, more typically less than 1
kiloDalton. As used herein, “small molecule” excludes pro-
teins.

[0018] The term “candidate drug” as used herein, refers to
any medicinal substance used in humans, animals, or plants.
Encompassed within this definition are compound analogs,
naturally occurring, synthetic and recombinant pharmaceu-
ticals, hormones, antimicrobials, neurotransmitters, etc. This
includes any substance or precursor (whether naturally
occurring, synthetic or recombinant) which is to be evalu-
ated for use as a drug for treatment of neurodegenerative
disease, or other disease characterized by aberrant aggrega-
tion, or prevention thereof. Evaluation typically takes place
through activity in an assay, such as the screening assays of
the present invention.

[0019] A wvariety of types of particles can be used in the
invention. For example, “fluid suspendable particle” means
a particle that can be made to stay in suspension in a fluid
in which it is used for purposes of the invention (typically an
aqueous solution) by itself, or can be maintained in solution
by application of a magnetic field, an electromagnetic field,
agitation such as stirring, shaking, vibrating, sonicating,
centrifuging, vortexing, or the like. A “magnetically sus-
pendable” particle is one that can be maintained in suspen-
sion in a fluid via application of a magnetic field. An
electromagnetically-suspendable particle is one that can be
maintained in suspension in a fluid by application of an
electromagnetic field (e.g., a particle carrying a charge, or a
particle modified to carry a charge). A “self-suspendable
particle” is a particle that is of low enough size and/or mass
that it will remain in suspension in a fluid in which it is used
(typically an aqueous solution), without assistance of, for
example, a magnetic field, for at least 1 hour. Other self-
suspendable particles will remain in suspension, without
assistance, for 5 hours, 1 day, 1 week, or even 1 month, in
accordance with the invention.

[0020] “Proteins” and “peptides” are well-known terms in
the art, and are not precisely defined in the art in terms of the
number of amino acids that each includes. As used herein,
these terms are given their ordinary meaning in the art.
Generally, peptides are amino acid sequences of less than
about 100 amino acids in length, but can include sequences
of up to 300 amino acids. Proteins generally are considered
to be molecules of at least 100 amino acids.

[0021] As used herein, a “metal binding tag” refers to a
group of molecules that can become fastened to a metal that
is coordinated by a chelate. Suitable groups of such mol-
ecules include amino acid sequences, typically from about 2
to about 10 amino acid residues. These include, but are not
limited to, histidines and cysteines (“polyamino acid tags”).
Such binding tags, when they include histidine, can be
referred to as a “polyhistidine tract” or “histidine tag” or
“HIS-tag”, and can be present at either the amino- or
carboxy-terminus, or at any exposed region, of a peptide or
protein or nucleic acid. A poly-histidine tract of six to ten
residues is preferred for use in the invention. The polyhis-
tidine tract is also defined functionally as being a number of
consecutive histidine residues added to a protein of interest
which allows the affinity purification of the resulting protein
on a metal chelate column, or the identification of a protein
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terminus through the interaction with another molecule (e.g.
an antibody reactive with the HIS-tag).

[0022] «Affinity tag” is given its ordinary meaning in the
art. Affinity tags include, for example, metal binding tags,
GST (in GST/glutathione binding clip), and streptavidin (in
biotin/streptavidin binding). At various locations herein spe-
cific affinity tags are described in connection with binding
interactions. It is to be understood that the invention
involves, in any embodiment employing an affinity tag, a
series of individual embodiments each involving selection of
any of the affinity tags described herein.

[0023] As used herein, “chelate coordinating a metal” or
metal coordinated by a chelate, refers to a metal coordinated
by a chelating agent that does not fill all available coordi-
nation sites on the metal, leaving some coordination sites
available for binding via a metal binding tag.

[0024] As used herein, “metal binding tag/metal/chelate
linkage” defines a linkage between first and second species
in which a first species is immobilized relative to a metal
binding tag and a second species is immobilized relative to
a chelate, where the chelate coordinates a metal to which the
metal binding tag is also coordinated. U.S. Pat. No. 5,620,
850 of Bamdad, et al., incorporated herein by reference,
describes exemplary linkages.

[0025] “Signaling entity” means an entity that is capable
of indicating its existence in a particular sample or at a
particular location. Signaling entities of the invention can be
those that are identifiable by the unaided human eye, those
that may be invisible in isolation but may be detectable by
the unaided human eye if in sufficient quantity (e.g., colloid
particles), entities that absorb or emit electromagnetic radia-
tion at a level or within a wavelength range such that they
can be readily detected visibly (unaided or with a micro-
scope including an electron microscope or the like), or
spectroscopically, entities that can be detected electronically
or electrochemically, such as redox-active molecules exhib-
iting a characteristic oxidation/reduction pattern upon expo-
sure to appropriate activation energy (“electronic signaling
entities”), or the like. Examples include dyes, pigments,
electroactive molecules such as redox-active molecules,
fluorescent moieties (including, by definition, phosphores-
cent moieties), up-regulating phosphors, chemiluminescent
entities, electrochemiluminescent entities, or enzyme-linked
signaling moieties including horse radish peroxidase and
alkaline phosphatase. “Precursors of signaling entities” are
entities that by themselves may not have signaling capability
but, upon chemical, electrochemical, electrical, magnetic, or
physical interaction with another species, become signaling
entities. An example includes a chromophore having the
ability to emit radiation within a particular, detectable wave-
length only upon chemical interaction with another mol-
ecule. Precursors of signaling entities are distinguishable
from, but are included within the definition of, “signaling
entities” as used herein. As used herein, “fastened to or
adapted to be fastened”, in the context of a species relative
to another species or to a surface of an article, means that the
species is chemically or biochemically linked via covalent
attachment, attachment via specific biological binding (e.g.,
biotin/streptavidin), coordinative bonding such as chelate/
metal binding, or the like. For example, “fastened” in this
context includes multiple chemical linkages, multiple
chemical/biological linkages, etc., including, but not limited



