Supplementary Table 1. Effect of the HT hybrids on acetylcholinesterase, butyrril-cholinesterase
and BACE-1 activity.

AChE BuChE BACE-1

HT Concentration ICso Concentration ICso Concentration ICso
hybrid (nM) (nM) (nM) (M) (nM) (nM)
HT1 25-5.0 6.5+0.8 5-10 203+£24 2.5-25 11.3+1.2
HTla 25-5.0 43+0.7 1.5-10 42+04 2.5-25 16.9 £0.1
HT2 25-5.0 3.8+0.3 5-10 31.8+£5.7 2.5-25 128.0 £42.0
HT3 25-5.0 40+04 5-10 7.2+£0.9 2.5-25 76.8+3.0
HT3a 25-5.0 26+0.2 25-5 43+09 2.5-25 19.7+0.7
HT4 25-5.0 49+0.5 5-10 229+7.1 2.5-25 522 +2.1
HT4a 25-5.0 29+0.2 25-5 4.1+0.5 2.5-25 1150+ 5.1
Donepezil 0.01-0.1 0.01 £ 0.005 25-5 1.3£04 0.1-0.5 0.18 £ 0.04
Inhibitor 1° - - - - 0.5-55 1.27+0.44
Inhibitor IV® - - - - 0.1-0.5 0.12 +0.05

2 C: competitive; NC: non competitive; U: uncompetitive; M: mixed
® Known inhibitor of BACE-1 activity

Values are expressed as mean + SD calculated on three, and four different determinations for ChE, and BACE-1,

respectively




Supplementary Table 2. Inhibition by HT hybrids on the A fibril formation.

HT hybrid Conc(ili\t/[r)ation (Iu(lj\f[o)
HT1 20 -240 375.0+142.8
HTla 20 -240 106.4 +11.1
HT2 20 —240 417.6 £41.1
HT3 20 -500 n.d.?
HT3a 20 -500 n.d.?
HT4 20 -500 n.d.?
HT4a 20 - n.d.?
Donepezil 20 —-240 183.8 +£14.7

# Inhibition not detectable up to the maximum concentration used

Values are expressed as mean + SD calculated on three different determinations



