
364 Mini-Reviews in Medicinal Chemistry, 2012, 12, 364-370  

 1875-5607/12 $58.00+.00 © 2012 Bentham Science Publishers 

From Antioxidant Chelators to Site-Activated Multi-Target Chelators 
Targeting Hypoxia Inducing Factor, Beta-Amyloid, Acetylcholinesterase 
and Monoamine Oxidase A/B 
H. Zheng*,1, M. Fridkin2 and M.B.H. Youdim3 

1Department of Medicinal Chemistry, Intra-cellular Therapies Inc. 3960 Broadway, New York, NY 10032, USA 
2Department of Organic Chemistry, The Weizmann Institute of Science, Rehovot 76100, Israel 
3Eve Topf and USA National Parkinson Foundation Centers of Excellence for Neurodegenerative Diseases and 
Department of Pharmacology, Technion-Rappaport Family Faculty of Medicine Haifa, 31096, Israel, and Department 
of Biology, Yonsei World Central University, Seoul. South Korea 

Abstract: chelators hold great promise as disease-modifying drugs for Alzheimer’s therapy, and recent research efforts 
have focused on designing multi-target chelators with increased targeting and efficacy through rational drug design. In 
this review, we discuss our research studies on the rational design of new multi-target chelators with the potential not only 
to simultaneously modulate several disease-related targets, but also contain features designed to improve the BBB 
permeability, increase the brain targeting, and minimize potential side effects. These new chelators include 
neuroprotective chelators with brain selective monoamine oxidase (MAO) A/B inhibitory activity, acetylcholinesterase 
(AChE) inhibitors with site-activated chelating and neurogenesis activity, and AChE-MAO A/B inhibitors with site-
activated chelating and neurogenesis activity. 
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INTRODUCTION 

 The anti-Aβ (amyloid beta) agents are now the most 
investigated drugs for Alzheimer’s disease (AD) because 
they may have disease-modifying effects by preventing Aβ 
aggregation and plaques. However, these drugs have not 
proven effective in the clinic, and moreover, disappointed 
results are coming continuously from large-scale clinical 
trials on these anti-Aβ drugs [1]. In fact, none of the 
currently pathogenetic hypotheses can explain the overall 
abnormalities in AD. Effective treatments of AD may need 
comprehensive approaches, either multifunctional approach 
or combination therapy [2]. Indeed, comprehensive 
approaches have proven more effective than single target-
based approaches in treating multi- factorial diseases such as 
depression and cancer, and have become a common practice 
in the clinic [3]. In Alzheimer’s field, encouraging news 
come from recent studies that patients treated with 
acetylcholinesterase (AChE) inhibitors and memantine have 
shown greater efficacy over monotherapy and significantly 
slowed the rate of disease progression [4]. In addition, in 
contrast to traditional views that interaction with several 
targets increases side effects, studies indicated that 
simultaneous moderate inhibition of both β and γ-secretase 
was found effective and safe in AD mice, with no evidence  
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of toxicity, while completely knocking out β or γ -secretase 
led to serious side effects [5]. Studies have also shown that 
synergistic combination therapy tends to improve 
therapeutically relevant selectivity, and can achieve desired 
therapeutic efficacy with decreased doses of each drug by 
overcoming compensatory mechanisms, thereby minimizing 
toxicity and other side effects related to high doses of single 
drugs [6].  

 Recent years, numerous compounds have been 
specifically designed to possess multi-target profiles as 
potential drugs for AD/PD [2]. Multi-target drugs may have 
fewer side effects since they are prodrugs by shedding their 
specific moieties to receptor sites. Furthermore unlike 
polyphatmacology, there would not be drug-drug interaction, 
or metabolite-metabolite or drug-metabolite interactions. 
One example is mirtazapine (Remeron, Avanza, Zispin), one 
of the most effective multi-target drugs for depression in the 
clinic [7]. It acts by antagonizing the adrenergic α 2-auto- 
receptors and α 2-heteroreceptors as well as by blocking 5-
HT2 and 5-HT3 receptors in the central nervous system 
(CNS). Mirtazapine has a lower risk to cause many of the 
side effects encountered with other antidepressants, such as 
decreased appetite, insomnia, nausea and vomiting [7]. It is 
superior to all of the selective serotonin reuptake inhibitors 
(SSRIs) and serotonin-norepinephrine reuptake inhibitors 
(SNRIs) reboxetine, bupropion, and mianserin in terms of 
antidepressant efficacy [7]. The success of multi-target drugs 
such as mirtazapine indicates the clinical feasibility of 
designing multi-target ligands to treat CNS disorders such as 
AD and PD. Examples of the multi-target drugs under 
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development for AD/PD include AChE inhibitors with 
additional activity against Aβ aggregation, β-secretase, 
monoamine oxidase (MAO), serotonin transporter (SERT), 
oxidative stress, or metal (Fe, Cu, and Zn) dyshomeostasis 
[2]. This review will mainly focus on selected examples 
from our research to demonstrate the path from antioxidant 
chelators to multi-target site-activated chelators targeting Aβ 
aggregation, AChE and MAO A/B. For comparison, a few 
examples of the multi-target chelators developed from others 
are also presented in Table 1. Some of these new compounds 
have emerged as innovative drug candidates with the 
potential not only to treat AD symptom, but also to address 
the disease behaviors and slow down its progression as well.  

FIRST GENERATION CHELATORS 

 Oxidative stress is one of the earliest, if not the earliest, 
change in AD pathogenesis, as extensive oxidative damage 
was observed in the brains of persons with MCI (mild 
cognitive impairment), a condition that often precedes AD 
[8]. Oxidative stress can increases Aβ  production resulting in 
its aggregation. Conversely, Aβ aggregation also induces 
oxidative stress both in vivo and in vitro [9]. In addition, 
both oxidative stress and Aβ aggregation are closely 
associated with metal dyshomeostasis in the brain. First, 
metal (Fe, Cu, and Zn) ions are increased from 3 to 5-fold in 
the AD patient brains compared to those in age-matched 
controls, with significant accumulation in and around Aβ 
plaques, and/or neurofibrillary tangles (NFTs). Second, these 
metal ions favor protein misfolding and aggregation 
(formation of Aβ plaques and NFTs), for example, Zn2+ 
induces Aβ aggregation rapidly even at low physiological 
concentrations (submicromolar); Cu2+ and Fe3+ promote Aβ 
aggregation at mildly acidic condition. Third, copper 
interacts with Aβ promoting tau hyperphosphorylation, and 
subsequent NFT formation. Copper, like iron, also catalyzes 
the production of reactive oxygen species (ROS), inducing 
oxidative damage associated with neuronal death [10].  

 The direct link between iron metabolism and AD/PD 
pathogenesis is the presence of an iron responsive element 
(IRE) in the 5' untranslated region (UTR) of APP mRNA or 
in the Parkinsons's alpha synuclein (ASYN) transcript [11, 
12]. Iron was found to closely regulate APP / ASYN 
expression, affecting APP production / ASYN translation, 
via IRP-1(iron regulatory protein-1) binding to the APP 
mRNA IRE or the ASYN mRNA IRE. Iron chelation with 
DFO selectively increased the binding of IRP1 to the APP 
IRE sequences and reduced APP protein expression (> 3-
fold). Mycophenolic acid (iron chelator) was found to 
suppress ASYN levels in an iron-dependent manner and 
decrease ASYN 5' UTR directed translation in neural cell 
lines [13]. Besides, ASYN can also function as a cellular 
ferrireductase, binding to both copper and iron and reducing 
Fe3+ to Fe2+ that potentially catalyzes the Fenton reaction 
generating free radicals [14]. By contrast, APP possesses 
ferroxidase activity with a potential to oxidize Fe2+ to Fe3+ 
preventing the Fenton reaction. In AD cortex, zinc trapped 
by accumulated Aβ was found to inhibit APP ferroxidase 
activity; in HEK293T cells and human cortical tissue, APP 
exhibited a major interaction with ferroportin, which 
facilitates iron export from neurons. In addition, dietary iron 
exposure to APP−/− mice was shown to cause Fe2+ 

accumulation and oxidative stress in the cortical neurons 
[15]. 

 The identification of IREs in APP mRNA / in ASYN 
transcript opens a new approach to the reduction of 
amyloisis/ ASYN overproduction and aggregation by 
targeting the IREs. The IRE-targeted drugs under investi-
gation include DFO (Fe3+ chelator), dimercaptopropanol 
(Pb2+ and Hg2+ chelator), and tetrathiomolybdate (Cu2+ 
chelator); all were found to suppress APP holo-protein 
expression and lower Aβ secretion [11, 16]. VK28 is the lead 
of our first generation antioxidant chelators developed as 
potential IRE-targeted drugs for AD/PD (Table 1) [17, 18]. 
Studies found that VK28 suppressed translation of a 
luciferase reporter mRNA via the APP 5'UTR, which 
includes the APP IRE. In PC12 cells, VK28 protected 
against 6-OHDA induced apoptosis, reducing the cell death 
by 23% at 1 µM, with slightly more potent than anti-PD drug 
rasagiline in the same conditions. When injected to 6-OHDA 
lesioned rats, either intraventricularly or intraperitoneally, 
VK28 was able to protect against 6-OHDA induced striatal 
dopami-nergic lesion in rats [22]. In a recent study, given 
intraperitoneally 7 days before or after lactacystin 
(proteasome inhibitor) injection, VK28 significantly 
improved behavioral performances and attenuated 
lactacystin-induced DA neuron loss, proteasomal inhibition, 
iron accumulation, and microglial activation in SN [23].  

SECOND GENERATION CHELATORS 

 Propargylamine phamacophore plays a crucial role in the 
activities of propargylamine-containing compounds, 
including the anti-PD drug rasagiline, and the multi-target 
drug ladostigil. This phamacophore confers not only MAO-
A/B inhibitory activity (such as MAO B inhibitor rasagiline), 
but also a wide range of neuroprotective and neurorestorative 
activities. These activities include regulation of APP 
promoting Aβ reduction, protection against a variety of 
insults in cell culture and in vivo, promotion of neuronal 
survival, and elevation of the brain-derived nerve factor 
(BDNF) mRNA expression [24]. Based on these new 
findings, new antioxidant chelators with potentially 
neuroprotective and neurogenic activities were designed and 
synthesized by rationally amalgamating propargylamine 
phamacophore (red part) into our first generation antioxidant 
chelators (Table 1) [18]. HLA20, the lead of this class, 
showed metal (Fe, Cu and Zn) chelating activity, and anti-
lipid peroxidation effects in vitro, with the potency similar to 
VK28 [17, 25]. In addition to its neuroprotection against 
PC12 cell death induced by serum deprivation and 6-OHDA, 
HLA20 also displayed a wide range of activities in mouse 
NSC-34 motor neuron cells. Examples includes 
neuroprotection against hydrogen peroxide and 3-
morpholinosydnonimine induced neurotoxicity, induction of 
differentiation, and up-regulation of hypoxia-inducible factor 
(HIF)-1 and HIF-target genes such as enolase1 and vascular 
endothelial growth factor (VEGF) [26]. More importantly, 
HLA20 exhibited neurogenesis activity, demonstrated by 
inducing the characteristics of neuronal differentiation 
including cell body elongation, stimulation of neurite 
outgrowth in different neuron cells [27].  
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Table 1. Examples of Multi-Target Chelators/Prochelators as Potential Drugs for AD/PD 

Name and structure Mechanisms of action/activities Status 

 
 PBT2  

(8-hydroxyquinoline analog, 
structure not disclosed to date) 

Free radical scavenger; metal chelator; 

protected against 6-OHDA induced striatal dopaminergic lesion in rats. 

 

 

 

Free radical scavenger; metal chelator; inhibitor of cyclin D1 resulting in cell differentiation; 
neuroprotective/neurotrophic activities in cellular and animal models of AD/PD. 

 

 

Free radical scavenger, brain-selective MAO A/B inhibitor; metal chelator, inhibitor of cyclin D1 
resulting in cell differentiation; neuroprotecive/ neurotrophic activities in cellular and animal 
models of AD/PD; increased dopamine, serotonin, and adrenaline levels; decreased Aβ levels in 
the brain.  

 

 

Free radical scavenger; elective AChE inhibitor; Prochelator of HLA20; activation by inhibition 
of AChE releaseing an active chelator HLA20. 

 

 

 

Free radical scavenger; MAO A inhibitor; selective AChE inhibitor; prochelator of M30; 
activation by inhibition of AChE releaseing an active chelator M30. 

 

Prochelator of hydroxypyridinone, with a pendant glucosyl moiety for improving blood–brain 
barrier targeting; Glycosidase removal of the glucosyl moiety producing an active chelator that 
passivates excess metal ions, traps radicals and dissolves Aβ plaque [19]. 

 

 

 

Amyloid-binding metal chelator; MAO B inhibitor; Interaction with both metal ions and Aβ 
aggregates; disassembly of Aβ aggregates; regulation of ROS production and metal-Aβ 
neurotoxicity [20]. 

 

Metal chelator; copper/zinc ionophore; in APP/PS1 Tg mice, decrease in soluble interstitial Aβ, 
insoluble Aβ load and the phosphorylation of tau, and improvement in cognitive performance; in 
an earlier Phase IIa trial, significant improvement in cognitive tests in Alzheimer’s patients [21].  
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NEW RASAGILINE ANALOGS  

 MAO-B activity increases in the aging brain and in 
brains burdened with neurodegenerative diseases including 
PD and AD, particularly high around the senile plaques (SP) 
in AD patients [28]. This increase leads to exacerbated 
oxidative stress as a consequence of enhanced production of 
hydrogen peroxide. Besides, the increased activity of MAO 
can lead to increased metabolism of neurotransmitters such 
as DA (dopamine), NA (noradrenaline), and ST (serotonin) 
in the CNS. These neurotransmitters are decreased in PD/AD 
patients compared to age-matched control [29]. Thus, MAO 

inhibitors have the potential not only to suppress oxidative 
stress to interfere with Aβ formation and tau 
hyperphosphorylation, but also to restore the levels of 
neurotransmitters. MAO B inhibitor rasagiline, in addition to 
its symptomatic benefits in treating PD patients, also shows 
an apparent disease-modifying effect at a dose of 1 mg per 
day [30]. This effect is likely a result of this drug’s 
interaction with an array of neuroprotective/neurorescue 
pathways, which are mediated by its key propargylamine 
moiety [24]. M30 is one example of the new rasagiline 
analogs developed in an attempt to incorporate the 

N
N

N
OH

HLA20

N
OH

M30

N

N
N

N
O

HLA20A

N

O N

N
ON

O

M30D

N

O
OO

HO OH

OH

HO

Ghpp

N HN N

L2-b

N
N

N
OH

OH

VK28

 

 



From Antioxidant Chelators to Site-Activated Multi-Target Mini-Reviews in Medicinal Chemistry, 2012, Vol. 12, No. 5    367 

neuroprotective/neurorescue and MAO inhibitory activities 
of rasagiline into our antioxidant chelators (Table 1) [18]. 
M30 inhibited both MAO-A and MAO-B in vitro with IC50 
values of 0.037 ± 0.02 and 0.057 ± 0.01 µM, respectively 
[25]. In vivo with the rat and mouse models, M30 possessed 
brain selectivity for MAO A and B with little inhibition of 
these enzymes in the liver and small intestine [31]. This 
suggests that M30 may also have anti-depressant activity by 
increasing brain levels of DA, NA, and ST with limited 
potentiation of tyramine pressor effect. Indeed, studies have 
shown that rats treated with M30 following oral 
administration of tyramine showed limited potentiation of 
blood pressure, similar to that of moclobemide, a selective 
reversible MAO-A inhibitor used as an antidepressant in the 
clinic [32]. Fig. (1) summarizes the main activities of M30.  

NEW AChE INHIBITORS WITH SITE-ACTIVATED 
CHELATING ACTIVITY 

 AChE inhibitors are the first FDA-approved and still the 
primary drugs for AD treatment, with proved safety and 
efficacy in improving cognition and global functions in AD 
patients. Moreover, studies also indicate AChE colocalizes 
with Aβ in senile plaques and serves to increase Aβ 
neurotoxicity and to accelerate Aβ aggregation into amyloid 
fibrils [33]. Therefore a new class of AChE inhibitors were 
developed to explore the potential synergistic effects by 
simultaneously targeting AChE, metal toxicity and oxidative 
stress [34]. Fig. (2) shows the design strategy to the lead 
HLA20A, which involves rationally merging the important 
pharmacophores from three FDA-approved drugs (rasagiline, 
rivastigmine and donepezil) into single molecules. Studies 
revealed that HLA20A inhibited AChE activity with slightly 
more potency than rivastigmine in vitro. In contrast to 
rivastigmine, which is a dual inhibitor of AChE and BuChE 

with selectivity toward BuChE, HLA20A is a selective 
AChE inhibitor with weak inhibition of BuChE (IC50 0.50 ± 
0.06 µM for AChE versus 42.58 ± 6.67 µM for BuChE). It 
acted as a pseudo-irreversible inhibitor and inhibited AChE 
activity in a time-dependent manner. More importantly, 
HLA20A was found to act as a prochelator with poor metal 
chelating activity until it was activated by inhibition of 
AChE to liberate the active chelator HLA20. As AChE is 

 

 

 

 

 

 

 

 

 

 

 

 

 

Fig. (1). Design strategy leading to multi-target ligands ladostigil and M30D. M30D has poor metal chelating capacity but can be activated to 
liberate the active chelator M30 upon binding to and inhibition of AChE. M30 exhibits multiple activities including: (1) brain selective 
inhibition of MAO A/B; (2) induction of antiapoptotic protein, Bcl-2, and neurogenesis; (3) elevation of dopamine (DA), noradrenaline 
(NA), and serotonin (ST) in the brain; (4) reduction of APP formation, Aβ aggregation, and glutamate release; (5) elevation of the brain- 
derived nerve factor (BDNF) mRNA expression, glial cell line-derived neurotrophic factor (GDNF); (6) metal (Fe, Cu, and Zn) chelation and 
prevention of Fention Reaction decreasing ROS (reactive oxygen species) production. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Fig. (2). Design strategy to new AChE inhibitors with site-activated 
chelating activity. 
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mainly found in the brain, this unique profile of HLA20A 
may help minimize the interruption of metal homeostasis in 
the body and increase its targeting to the brain with 
potentially reducing side effects related to non-targeted 
chelators. In fact, studies indicated that HLA20A exhibited 
lower cytotoxicity than its activated chelator HLA20 when 
tested in SH-SY5Y neuroblastoma cells [35, 36].  

AChE-MAO INHIBITORS WITH SITE-ACTIVATED 
CHELATING ACTIVITY 

 Recently a new strategy was developed for designing 
multi-target ligands M30D series (Fig. (1)). This strategy 
follows the current use of cocktails of drugs for AIDS, but 
this time with the use of multiple targets on a single 
molecule. [37]. It involves rationally combining into single 
molecules the key pharmacophores from three FDA-
approved drugs tacrine, rivastigmine (ChE inhibitor) and 
rasagiline (MAO-B inhibitor), instead of mixing them as 
drug-cocktails. We selected these drugs as the starting leads 
for three reasons. First, tacrine and rivastigmine are two 
AChE inhibitors for treating AD in the clinic. Second, 
rasagiline (Azilect), a novel MAO-B inhibitor, in addition to 
its symptomatic benefits in treating PD patients, was found 
to have an apparent disease-modifying effect at a dose of 1 
mg per day, slowing the neurodegeneration. This disease-
modifying effect is mediated by the propargylamine moiety 
in rasagiline. Third, the propargylamine moiety is a 
neuroprotective and neurorestorative moiety responsible not 
only for MAO-A/B inhibitory profile but also for APP 
processing (which help reduce the SP formation) and for 
increase in nerve growth factor [24]. Using the key 
pharmacophores from the three drugs as building blocks, we 
reconstructed our drug candidates by highly merging the 
underlying pharmacophores (Fig. (1)). One of the advantages 
of this strategy is to give rise to small and simple molecules 
with better drug-like properties and high probability of 
crossing the blood brain barrier (BBB). The novelty of our 
design strategy is to create small molecules acting as 
prochelators to slowly release the multi-target chelator M30 
upon binding to and inhibition of AChE. Studies have found 
that the lead M30D highly inhibited MAO A (IC50 = 
0.0077±0.0007 µM) with moderate inhibition of MAO B 
(IC50 = 7.90 ± 1.34 µM) in vitro; It was more potent than 
rivastigmine against AChE with an IC50 value of 0.52 ± 0.07 
µM. M30D was a weak inhibitor of BuChE (IC50 = 44.90 ± 
6.10 µM) with high selectivity toward AChE (IC50 BuChE / 
IC50 AChE = 86). Studies have also indicated that M30D was 
a poor metal chelator in vitro. However, after incubation 
with AChE in vitro, M30D displayed high metal binding 
affinity similar to other 8-hydroxyquinol analogs like VK28. 
It was found that M30D was metabolized into an active 
chelator M30 following inhibition of AChE [36].  

EFFECTS ON HYPOXIA INDUCING FACTOR-1 
SIGNALING PATHWAY  

 HIF-1 regulates the expression of a wide range of genes 
that affect many biological processes such as glucose/iron 
metabolism, cell cycle control, and cell proliferation/survival 
[38]. In AD brain, GLUT-1 and GLUT-3, the two major 
glucose transporters responsible for glucose uptake into 
neurons, were significantly reduced, most likely due to the 

decreased HIF-1 levels in the brain. The reduction of GLUT-
1 and GLUT-3 levels contribute to abnormal 
hyperphosphorylation of tau and AD neurofibrillary 
degeneration. It was found that activation of HIF-1 by 
overexpression of a non-degradable HIF-1α prevented Aβ-
induced neurotoxicity. Neuronal cells and primary cortical 
neurons, after exposure to low-dose Aβ or HIF-1α inducers 
such as iron chelators, survived subsequent lethal dose of Aβ  
and  showed increased levels of HIF-1α, enhanced flux of 
glucose, and reduced ROS. The iron chelator DFO was 
found to protect primary cortical neurons against oxidative 
damage, by activating the hypoxia pathway leading to 
enhanced HIF-1 activity and increased expression of target 
genes, such as glycolytic enzymes, p21, and erythropoietin 
(EPO) [38]. M30 and HLA20 were recently shown to 
regulate the hypoxia pathway with significantly increasing 
the levels of both mRNA and protein expression of HIF-1 in 
primary cortical neurons, leading to enhanced levels of HIF-
1-dependent genes, including VEGF, erythropoietin (EPO), 
p21, enolase-1, and tyrosine hydroxylase (TH) [39]. In 
addition, systemic chronic administration of M30 to adult 
mice produced a significant up-regulation of HIF-1α 
expression in various brain regions (e.g. cortex, striatum and 
hippo- campus and spinal cord) and induced transcription of 
HIF-1 target genes. These target genes include VEGF, EPO, 
enolase-1, transferrin receptor (TfR), heme oxygenase-1 
(HO-1), inducible nitric oxide synthase (iNOS), and GLUT-
1 [40].  

CONCLUSION 

 AD is a multifactorial disease with complex and multiple 
pathways involving its etiology and neuron death; therefore 
its effective treatment is unlikely achieved by any drug 
acting on a single pathway or target. Multi-target ligands that 
simultaneously modulate several key disease-related targets 
offer great hope for fighting this devastating disease. As 
discussed in this paper, chelators can be good candidates for 
designing multi-target ligands as potential drugs for AD. 
Chelators can be designed to include antioxidative, 
neuroprotective, neurogenesis and anti-MAO A/B activities. 
Chelators can also be designed as prodrugs to increase their 
permeability and targeting to the brain and to minimize their 
potential side effects, while possessing anti-MAO A/B 
and/or anti-AChE activities. In fact, recent researches on 
chelators as potential anti-AD drugs have moved to design 
multi-target ligands that combine metal chelation and 
additional functionality. In addition to the strategies 
introduced in this paper, chelators have also been designed to 
carry various moieties, for example, amyloid-binding 
moieties for targeting to amyloid fibrils, glucose transporters 
for facilitating the BBB uptake [19, 20]. Although none of 
the multi-target chelators discussed here or in the literature 
has prove more efficacious in the clinic than the existing 
FDA-approved drugs for AD, the strategies discussed here 
should be considered to open a new direction for rationally 
designing site-activated multi-target chelators. Besides, the 
development of site-activated multi-target chelators as 
potential drugs is not limited to AD, but could be applicable 
to other diseases including PD, ALS (amyotrophic lateral 
sclerosis), and cancer, where metal dyshomeostasis is 
implicated in their pathologies.  



From Antioxidant Chelators to Site-Activated Multi-Target Mini-Reviews in Medicinal Chemistry, 2012, Vol. 12, No. 5    369 

CONFLICT OF INTEREST 

 HZ, MF and MBHY have financial interest in varinel Inc. 
USA. 

ACKNOWLEDGEMENTS 

 This mini review was finished under the guidance of 
Prof. Mati Fridkin and Prof. Moussa B.H. Youdim by Dr. 
Hailin Zheng, using weekend/vacation time. There is no 
connection with what Dr. Hailin Zheng is doing at Intra-
cellular Therapies Inc. 

REFERENCES 
[1] Extance, A. Alzheimer's failure raises questions about disease-

modifying strategies. Nat. Rev. Drug Discov., 2010, 9, 749-51. 
[2] Cavalli, A.; Bolognesi, M.L.; Minarini, A.; Rosini, M.; Tumiatti, 

V.; Recanatini, M.; Melchiorre, C. Multi-target-directed ligands to 
combat neurodegenerative diseases. J. Med. Chem., 2008, 51, 347-
72. 

[3] Hopkins, A.L. Network pharmacology: the next paradigm in drug 
discovery. Nat. Chem. Biol., 2008, 4, 682-90. 

[4] Atri, A.; Shaughnessy, L.W.; Locascio, J.J.; Growdon, J.H. Long-
term course and effectiveness of combination therapy in Alzheimer 
disease. Alzheimer Dis. Assoc. Disord., 2008, 22, 209-21. 

[5] Chow, V.W.; Savonenko, A.V.; Melnikova, T.; Kim, H.; Price, 
D.L.; Li, T.; Wong, P.C. Modeling an anti-amyloid combination 
therapy for Alzheimer's disease. Sci. Transl. Med., 2010, 2, 13ra1. 

[6] Lehar, J.; Krueger, A.S.; Avery, W.; Heilbut, A.M.; Johansen, 
L.M.; Price, E.R.; Rickles, R.J.; Short, G.F., 3rd; Staunton, J.E.; 
Jin, X.; Lee, M.S.; Zimmermann, G.R.; Borisy, A.A. Synergistic 
drug combinations tend to improve therapeutically relevant 
selectivity. Nat. Biotechnol., 2009, 27, 659-66. 

[7] Anttila, S.A.; Leinonen, E.V. A review of the pharmacological and 
clinical profile of mirtazapine. CNS drug reviews, 2001, 7, 249-64. 

[8] Williams, T.I.; Lynn, B.C.; Markesbery, W.R.; Lovell, M.A. 
Increased levels of 4-hydroxynonenal and acrolein, neurotoxic 
markers of lipid peroxidation, in the brain in Mild Cognitive 
Impairment and early Alzheimer's disease. Neurobiol. Aging, 2006, 
27, 1094-9. 

[9] Guglielmotto, M.; Giliberto, L.; Tamagno, E.; Tabaton, M. 
Oxidative stress mediates the pathogenic effect of different 
Alzheimer's disease risk factors. Front Aging Neurosci, 2010, 2, 3. 

[10] Duce, J.A.; Bush, A.I. Biological metals and Alzheimer's disease: 
Implications for therapeutics and diagnostics. Prog. Neurobiol., 
2010. 

[11] Rogers, J.T.; Randall, J.D.; Cahill, C.M.; Eder, P.S.; Huang, X.; 
Gunshin, H.; Leiter, L.; McPhee, J.; Sarang, S.S.; Utsuki, T.; Greig, 
N.H.; Lahiri, D.K.; Tanzi, R.E.; Bush, A.I.; Giordano, T.; Gullans, 
S.R. An iron-responsive element type II in the 5'-untranslated 
region of the Alzheimer's amyloid precursor protein transcript. J. 
Biol. Chem., 2002, 277, 45518-28. 

[12] Friedlich, A.L.; Tanzi, R.E.; Rogers, J.T. The 5'-untranslated region 
of Parkinson's disease alpha-synuclein messengerRNA contains a 
predicted iron responsive element. Mol. Psychiatry, 2007, 12, 222-
3. 

[13] Rogers, J.T.; Mikkilineni, S.; Cantuti-Castelvetri, I.; Smith, D.H.; 
Huang, X.; Bandyopadhyay, S.; Cahill, C.M.; Maccecchini, M.L.; 
Lahiri, D.K.; Greig, N.H. The alpha-synuclein 5'untranslated region 
targeted translation blockers: anti-alpha synuclein efficacy of 
cardiac glycosides and Posiphen. J. Neural Transm., 2011, 118, 
493-507. 

[14] Davies, P.; Moualla, D.; Brown, D.R. Alpha-synuclein is a cellular 
ferrireductase. PLoS ONE, 2011, 6, e15814. 

[15] Duce, J.A.; Tsatsanis, A.; Cater, M.A.; James, S.A.; Robb, E.; 
Wikhe, K.; Leong, S.L.; Perez, K.; Johanssen, T.; Greenough, 
M.A.; Cho, H.H.; Galatis, D.; Moir, R.D.; Masters, C.L.; McLean, 
C.; Tanzi, R.E.; Cappai, R.; Barnham, K.J.; Ciccotosto, G.D.; 
Rogers, J.T.; Bush, A.I. Iron-export ferroxidase activity of beta-
amyloid precursor protein is inhibited by zinc in Alzheimer's 
disease. Cell, 2010, 142, 857-67. 

[16] Payton, S.; Cahill, C.M.; Randall, J.D.; Gullans, S.R.; Rogers, J.T. 
Drug discovery targeted to the Alzheimer's APP mRNA 5'-

untranslated region: the action of paroxetine and 
dimercaptopropanol. J. Mol. Neurosci., 2003, 20, 267-75. 

[17] Zheng, H.; Weiner, L.M.; Bar-Am, O.; Epsztejn, S.; Cabantchik, 
Z.I.; Warshawsky, A.; Youdim, M.B.; Fridkin, M. Design, 
synthesis, and evaluation of novel bifunctional iron-chelators as 
potential agents for neuroprotection in Alzheimer's, Parkinson's, 
and other neurodegenerative diseases. Bioorg. Med. Chem., 2005, 
13, 773-83. 

[18] Youdim, M.B.F., M.; Zheng, H.; Warshawsky, A.; Warshawsky, R. 
Neuroprotective iron chelators and pharmaceutical compositions 
comprising them. U.S. Patent 0,234,927, A1, OCT. 19, 2006. 

[19] Schugar, H.; Green, D.E.; Bowen, M.L.; Scott, L.E.; Storr, T.; 
Bohmerle, K.; Thomas, F.; Allen, D.D.; Lockman, P.R.; Merkel, 
M.; Thompson, K.H.; Orvig, C. Combating Alzheimer's disease 
with multifunctional molecules designed for metal passivation. 
Angew. Chem. Int. Ed. Engl., 2007, 46, 1716-8. 

[20] Choi, J.S.; Braymer, J.J.; Nanga, R.P.; Ramamoorthy, A.; Lim, 
M.H. Design of small molecules that target metal-A{beta} species 
and regulate metal-induced A{beta} aggregation and neurotoxicity. 
Proc. Natl. Acad. Sci. U. S. A., 2010, 107, 21990-5. 

[21] Faux, N.G.; Ritchie, C.W.; Gunn, A.; Rembach, A.; Tsatsanis, A.; 
Bedo, J.; Harrison, J.; Lannfelt, L.; Blennow, K.; Zetterberg, H.; 
Ingelsson, M.; Masters, C.L.; Tanzi, R.E.; Cummings, J.L.; Herd, 
C.M.; Bush, A.I. PBT2 rapidly improves cognition in Alzheimer's 
Disease: additional phase II analyses. J. Alzheimers Dis., 2010, 20, 
509-16. 

[22] Shachar, D.B.; Kahana, N.; Kampel, V.; Warshawsky, A.; Youdim, 
M.B. Neuroprotection by a novel brain permeable iron chelator, 
VK-28, against 6-hydroxydopamine lession in rats. Neuropharma-
cology, 2004, 46, 254-63. 

[23] Zhu, W.; Xie, W.; Pan, T.; Xu, P.; Fridkin, M.; Zheng, H.; 
Jankovic, J.; Youdim, M.B.; Le, W. Prevention and restoration of 
lactacystin-induced nigrostriatal dopamine neuron degeneration by 
novel brain-permeable iron chelators. FASEB J., 2007, 21, 3835-
44. 

[24] Weinreb, O.; Amit, T.; Bar-Am, O.; Youdim, M.B. Rasagiline: a 
novel anti-Parkinsonian monoamine oxidase-B inhibitor with 
neuroprotective activity. Prog. Neurobiol., 2010, 92, 330-44. 

[25] Zheng, H.; Gal, S.; Weiner, L.M.; Bar-Am, O.; Warshawsky, A.; 
Fridkin, M.; Youdim, M.B. Novel multifunctional neuroprotective 
iron chelator-monoamine oxidase inhibitor drugs for 
neurodegenerative diseases: in vitro studies on antioxidant activity, 
prevention of lipid peroxide formation and monoamine oxidase 
inhibition. J. Neurochem., 2005, 95, 68-78. 

[26] Avramovich-Tirosh, Y.; Amit, T.; Bar-Am, O.; Zheng, H.; Fridkin, 
M.; Youdim, M.B. Therapeutic targets and potential of the novel 
brain- permeable multifunctional iron chelator-monoamine oxidase 
inhibitor drug, M-30, for the treatment of Alzheimer's disease. J. 
Neurochem., 2007, 100, 490-502. 

[27] Kupershmidt, L.; Weinreb, O.; Amit, T.; Mandel, S.; Carri, M.T.; 
Youdim, M.B. Neuroprotective and neuritogenic activities of novel 
multimodal iron-chelating drugs in motor-neuron-like NSC-34 cells 
and transgenic mouse model of amyotrophic lateral sclerosis. 
FASEB J., 2009, 23, 3766-79. 

[28] Saura, J.; Luque, J.M.; Cesura, A.M.; Da Prada, M.; Chan-Palay, 
V.; Huber, G.; Loffler, J.; Richards, J.G. Increased monoamine 
oxidase B activity in plaque-associated astrocytes of Alzheimer 
brains revealed by quantitative enzyme radioautography. 
Neuroscience, 1994, 62, 15-30. 

[29] Reinikainen, K.J.; Soininen, H.; Riekkinen, P.J. Neurotransmitter 
changes in Alzheimer's disease: implications to diagnostics and 
therapy. J. Neurosci. Res., 1990, 27, 576-86. 

[30] Olanow, C.W.; Rascol, O.; Hauser, R.; Feigin, P.D.; Jankovic, J.; 
Lang, A.; Langston, W.; Melamed, E.; Poewe, W.; Stocchi, F.; 
Tolosa, E. A double-blind, delayed-start trial of rasagiline in 
Parkinson's disease. N. Engl. J. Med., 2009, 361, 1268-78. 

[31] Gal, S.; Zheng, H.; Fridkin, M.; Youdim, M.B. Novel 
multifunctional neuroprotective iron chelator-monoamine oxidase 
inhibitor drugs for neurodegenerative diseases. In vivo selective 
brain monoamine oxidase inhibition and prevention of MPTP-
induced striatal dopamine depletion. J. Neurochem., 2005, 95, 79-
88. 

[32] Gal, S.; Abassi, Z.A.; Youdim, M.B. limited potentiation of blood 
pressure in response to oral tyramine by the anti-Parkinson brain 



370    Mini-Reviews in Medicinal Chemistry, 2012, Vol. 12, No. 5 Zheng et al. 

selective multifunctional monoamine oxidase-AB inhibitor, M30. 
Neurotox. Res., 2010, 18, 143-50. 

[33] Inestrosa, N.C.; Alvarez, A.; Perez, C.A.; Moreno, R.D.; Vicente, 
M.; Linker, C.; Casanueva, O.I.; Soto, C.; Garrido, J. Acetylcho-
linesterase accelerates assembly of amyloid-beta-peptides into 
Alzheimer's fibrils: possible role of the peripheral site of the 
enzyme. Neuron, 1996, 16, 881-91. 

[34] Youdim, M.B.F., M.; Zheng, H. Neuroprotective multifunctional 
compounds and pharmacceutical compositions comprising them. 
WO 086,860, May 8, 2010. . 

[35] Zheng, H.; Youdim, M.B.; Fridkin, M. Site-activated multifun-
ctional chelator with acetylcholinesterase and neuroprotective-
neurorestorative moieties for Alzheimer's therapy. J. Med. Chem., 
2009, 52, 4095-8. 

[36] Zheng, H.; Youdim, M.B.; Fridkin, M. Site-activated chelators 
targeting acetylcholinesterase and monoamine oxidase for 
Alzheimer's therapy. ACS Chem. Biol., 2010, 5, 603-10. 

[37] Weinstock, M.; Luques, L.; Bejar, C.; Shoham, S. Ladostigil, a 
novel multifunctional drug for the treatment of dementia co-morbid 
with depression. J. Neural Transm. Suppl., 2006, 443-6. 

[38] Correia, S.C.; Moreira, P.I. Hypoxia-inducible factor 1: a new hope 
to counteract neurodegeneration? J. Neurochem., 2010, 112, 1-12. 

[39] Avramovich-Tirosh, Y.; Bar-Am, O.; Amit, T.; Youdim, M.B.; 
Weinreb, O. Up-regulation of hypoxia-inducible factor (HIF) -
1alpha and HIF-target genes in cortical neurons by the novel 
multifunctional iron chelator anti-Alzheimer drug, M30. Curr. 
Alzheimer Res., 2010, 7, 300-6. 

[40] Kupershmidt, L.; Weinreb, O.; Amit, T.; Mandel, S.; Bar-Am, O.; 
Youdim, M.B. Novel molecular targets of the neuroprotective/ 
neurorescue multimodal iron chelating drug M30 in the mouse 
brain. Neuroscience, 2011. 

 
 

Received: June 20, 2011 Revised: November 08, 2011  Accepted: November 11, 2011 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.6
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




