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A High-Throughput Screen for Compounds That Inhibit

Aggregation of the Alzheimer’s Peptide
Kim Woojin, Kim Yunkyoung, Min Jaeki, Kim Dong Jin, Chang Young-Tae" and
Michael H. Hecht (2006) ACS Chem. Biol. 1: 461-469

BV Y — GFP %ﬁﬁég S
AB42-GFPsESE X p s E@@ﬁfluamscence-based screen
8 S — i —_ g8/K using the AB42-GFP fusion. In the
Inactive molecule NN Inhibitor absence of inhibition, the AB42 portion of
i'v = ,'L\ the fusion aggregates rapidly and causes
S the entire AB42—GFP fusion to misfold and
aggregate (left). Therefore, no
fluorescence is observed. However,
inhibition of AR42 aggregation enables
GFP to form its native green fluorescent
Wild-type fusion Wild-type fusion structure (right). (The green part of the
misfolds and is is soluble and ribbon diagram shows the structure of
non-fluorescent fluorescent
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Roger Y. Tsien : Nobel Prize Lecture (2008)

GFP; the yellow part is merely a schematic
representation of a nonaggregated form of
AR42.) The triazine scaffold is shown at the
center of the figure. Combinatorial diversity
was introduced at sites marked X, Y, and
Z._ A 96-well plate is shown at the bottom of
the figure. Compounds were added to each
well, followed by E. coli cells expressing
the AB42-GFP fusion.
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1Contag et al. (1998) Nature Medicine 4, 245-247
2Hochgrfae and Mandelkow (2013) Mol Neurobiol 47, 868-882
3Roura et al. (2013) J Cell Mol Med 17, 693-703
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Mg2+
Luc + D-LH; + ATP 5 Luc'LH,-AMP + PP; (Eq.1)

Luc'LH,-AMP + O, — Luc-Oxyluciferin® + AMP + CO, (Eq.2)

Luc-Oxyluciferin® = Luc:Oxyluciferin + light (Eq. 3)
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