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Abstract:

Huntington’s disease (HD) is an inherited genetic disorder, characterized by cognitive dysfunction and abnormal body movements

called chorea. George Huntington, an Ohio physician, described the disease precisely in 1872. HD is a dominantly inherited disorder,

characterized by progressive neurodegeneration of the striatum but also involves other regions, primarily the cerebral cortex. The

mutation responsible for this fatal disease is an abnormally expanded and unstable CAG repeat within the coding region of the gene

encoding the huntingtin protein. Various hypotheses have been put forward to explain the pathogenic mechanisms of mutant

huntingtin-induced neuronal dysfunction and cell death. None of these hypotheses, however, offers a clear explanation; thus, it re-

mains a topic of research interest. HD is considered to be an important disease, embodying many of the major themes in modern neu-

roscience, including molecular genetics, selective neuronal vulnerability, excitotoxicity, mitochondrial dysfunction, apoptosis and

transcriptional dysregulation. A number of recent reports have concluded that oxidative stress plays a key role in HD pathogenesis.

Although there is no specific treatment available to block disease progression, treatments are available to help in controlling the cho-

rea symptoms. As animal models are the best tools to evaluate any therapeutic agent, there are also different animal models available,

mimicking a few or a larger number of symptoms. Each model has its own advantages and limitations. The present review deals with

the pathophysiology and various cascades contributing to HD pathogenesis and progression as well as drug targets, such as dopamin-

ergic, �-amino butyric acid (GABA)ergic, glutamate adenosine receptor, peptidergic pathways, cannabinoid receptor, and adjuvant

therapeutic drug targets such as oxidative stress and mitochondrial dysfunction that can be targeted for future experimental study.

The present review also focuses on the animal models (behavioral and genetic) used to unravel pathogenetic mechanisms and the

identification of novel drug targets.
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Introduction

Huntington’s disease (HD) is an inherited neurode-

generative disorder, characterized by progressively

worsening chorea, cognitive and psychiatric distur-

bances involving the basal ganglia and cerebral cortex

[60]. The degenerative process primarily involves me-

dium spiny striatal neurons and, to a lesser extent,

cortical neurons. �-amino butyric acid (GABA)ergic

and enkephalin neurons of the basal ganglia are the

most vulnerable in HD [77], and their early dysfunc-

tion is responsible for chorea development. HD is

caused by the expansion of a polymorphic CAG trinu-

cleotide repeat encoding a polyglutamine tract within

the huntingtin (htt) protein (The Huntington’s Disease
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Collaborative Research Group, 1993). The mecha-

nisms responsible for mutant htt pathogenicity are

still largely unknown, as is the reason why striatal me-

dium spiny neurons are most vulnerable in HD despite

ubiquitous expression of mutant and normal htt. Normal

htt has been shown to be anti-apoptotic [30, 91, 95] and es-

sential for normal embryonic development [31, 81, 113].

HD has a rich historical literature, stretching back

well over a century and involving some of the most

prominent figures in medicine and neurology. The de-

scription of the disease by George Huntington in 1872

is one of the most remarkable in the history of medi-

cine [57, 90]. Until recently, the history of HD re-

search has been one of gradual progress rather than of

sudden leaps. Initial development in this area arose

from the illness of Woody Guthrie, the American folk

singer, who suffered from HD symptoms beginning

around 1952 and died in 1967 at the age of 55. His

widow Marjorie devoted the later part of her life to

promoting all aspects of HD research. Currently,

a number of HD research groups are working in this

area. HD is prevalent in many different countries and

ethnic groups around the world [60, 93]. HD has

a worldwide prevalence of 5 to 8 per 100,000 people,

with no gender preponderance. The highest frequen-

cies of HD are found in Europe and countries of Euro-

pean origin. The lowest frequencies are found in Af-

rica, China, Japan, and Finland. The prevalence rate

in the US is approximately 4.1 to 8.4 per 100,000 peo-

ple [48]. A recent study regarding the distribution of

C-A-G repeats in the normal population suggests

a higher prevalence of HD in India, closer to the

prevalence seen in Western Europe. Haplotype analy-

sis indicates the presence of a founder mutation in

a subset of families and provides evidence for multi-

ple, geographically distinct origins of the HD muta-

tion in India. A study conducted on 124 (94 male and

30 female) elderly patients (more than 60 years of

age) in a teaching hospital reported that 2.4% of pa-

tients had HD or Parkinson’s disease in India [58].

Genetics

The disease is caused by a mutation encoding an ab-

normal expansion of CAG-encoded polyglutamine re-

peats in a protein called htt. The HD gene is localized

on chromosome 4p16.3 and comprises 67 exons and

3144 amino acids. The protein htt consists of a series

of CAG repeats coding for glutamine residues

(polyQ) followed by two short stretches of prolines.

There are normally 10–29 (median, 18) consecutive

repeats of the CAG triplet that codes for glutamine. By

contrast, HD patients have expanded numbers of CAG

repeats, from 36 to 121 (median, 44). The length of the

CAG/polyglutamine repeat sequence is inversely cor-

related with the age of disease onset [64]. Therefore,

increased CAG expansion causes earlier onset,

whereas patients with less expansion show the first

symptoms late in their lives. Disease progression is

rapid in patients with more CAG expansion. In trans-

genic mice expressing human huntingtin with an ex-

panded CAG/polyglutamine, a progressive syndrome

develops, which is characteristic of human HD [83].

The protein htt is widely expressed within the central

nervous system and in extraneural tissues. Huntingtin

is expressed more intensely in neurons than in glial

cells. Accumulation of proteolytic htt fragments and

their aggregation trigger a cascade that leads to in-

creasing neuronal dysfunction through oxidative in-

jury, transcriptional dysregulation, glutamate excito-

toxicity [56, 69], apoptotic signals, mitochondrial

dysfunction and energy depletion [6], as shown in

Figure 1.

These changes are accompanied by neurochemical

alterations, which involve not only glutamate recep-

tors but also other receptors, such as the dopamine

(DA) and adenosine receptors involved in motor func-

tions [36, 84, 106]. HD is a classic example of an

autosomal dominant disease. The age of onset and

disease severity are dictated by the extent of the HD

gene mutation and by the sex of the patient. However,

environmental factors and genetic modifiers can mod-

ify the variability of clinical expression.

Behavioral aspects

HD is an inherited neurodegenerative disease that

damages specific areas of the brain, resulting in

movement difficulties as well as cognitive and behav-

ioral changes [61]. Movement difficulties are associ-

ated with both involuntary and voluntary movement,

which progressively worsen over time. The most

common clinical manifestation of HD is chorea. Cho-

rea is defined as quick, vermicular movement, which

may be superimposed on a purposeful act [25]. Cho-
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rea is more prominent in the orofacial regions and the

distal musculature of the hands and feet. In patients

with untreated chorea, the symptoms lead to severe

voluntary and goal-directed motor dysfunction [26,

37, 89]. More subtle abnormal voluntary movements

are also present and may include bradykinesia, evi-

dent in slowed initiation and execution of poorly co-

ordinated movements. The voluntary movement dis-

order is particularly apparent in disruptions of gait, reach-

ing behavior and manual dexterity [42, 80]. Voluntary eye

movement disruptions are evident in diminished velocity

on ocular pursuit and an occasional nystagmus [67].

Prevalent psychiatric disturbances may appear be-

fore the onset of motor impairment [38, 100, 108]. Af-

fective disorders are the most commonly prevalent

psychiatric disorders in HD, with documented rates of

major depression as high as 50% [50] and mania or

hypomania as high as 12% [38, 86]. The affective

component is of particular concern, in light of the risk

of suicide associated with HD, which has been esti-

mated to be as high as 7% [92]. Psychiatric symptoms

associated with putative subcortical dementias, such

as apathy, irritability and impulse control problems,

have also been observed in HD patients [15, 19, 28].

There may also be a relatively high rate of violent be-

havior and criminality [27], explosive disorder [108]

and a schizophrenia-like psychosis.

The cognitive changes in HD have traditionally

been referred to as dementia. People with HD have

specific and characteristic cognitive difficulties. Cog-

nitive deficits appear with abnormal movements and

progressive, unremitting exacerbation [16]. General

intellectual abilities show a mild diffuse impairment

within the first year of onset of overt motor signs,

with a robust impairment in memory for new learn-

ing, visuoperceptual abilities and visuomotor func-

tions [7, 16, 79]. More subtle early impairment may

be observed regarding sustained attention, problem

solving and verbal fluency along with memory dete-

rioration over time relative to other abilities [11, 18].

Aside from dysfunction of the vocal apparatus, ex-

pressive and receptive language abilities may remain

relatively stable or show only minimal disruption over

the first few years of the disease [71]. Anomia and

aphasia, for example, are rare in early stages; the dis-

ease generally spares language functions, including

comprehension, vocabulary and general knowledge [16,

89]. As the disease progresses, language abilities begin

to decline and combine with more severe exacerbation

of early impairments to produce a general intellectual

state that further causes mental retardation [11, 16, 59].

Another behavioral alteration of HD is altered sexu-

ality; the possible cause may be a delicate imbalance of

hormones in the brain. Most commonly, people with
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HD suffer from decreased sex drive. However, in-

creased sex drive and inappropriate sexual behavior

are less common alterations among HD patients [25].

Neurochemistry

Alteration of neurotransmitter levels, especially those

of glutamate, GABA and DA receptors, is another

hallmark of HD [22]. Altered expression of neuro-

transmitter receptors precedes clinical symptoms in

transgenic mice and contributes to subsequent pathol-

ogy [21]. Inhibition of caspase activation prevents

downregulation of the receptor, suggesting that cas-

pases are mediators not only for cell death but also for

cell dysfunction [83]. There are several important un-

resolved questions concerning progressive neuronal

degeneration in HD, including and understanding of

the sequence of events that leads to neuronal degenera-

tion and cell death and the reason for the selective vul-

nerability of specific neuronal types within the striatum.

A variety of cellular insults may intersect, leading

individually or in concert to neuronal degeneration, neu-

ron death and ultimately amyotrophic lateral sclerosis.

A faculty gene (1) and excess glutamate (2) may lead

to damaging free radicals (3), which can harm the DNA

of the nerve cell. Glutamate also may lead to detrimental

calcium production, which can churn out its own sup-

ply of DNA-damaging free radicals. The free radicals

also may injure neurofilaments (4), proteins that serve

as the skeleton of the cell. In addition, the immune

system (5) may be involved in damaging neurons.

Because the key neuronal structures that display

dysfunction and degeneration in HD are intercon-

nected via long circuit loops (corticostriatal connec-

tions, striatal outputs to globus pallidus (GP) and sub-

stantia nigra, substantia nigra and globus pallidus pro-

jections to thalamus and thalamic projections back to

the cortex), there are many synaptic interactions that

can contribute to the functional alterations observed

in HD. Since the pioneering studies by Wong [110],

which showed perturbations in the synthesis of gluta-

mate by corticostriatal neurons in HD, investigations

of this pathway have been at the core of multiple

attempts to understand the mechanisms of HD pa-

thology.

Glutamate

Excitotoxicity can be defined as cell death ensuing

from the toxic actions of excitatory amino acids [96].

Glutamate is a major excitatory neurotransmitter in

the mammalian CNS [32, 50]. Neuronal excitotoxic-
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ity usually refers as neuronal death arising from pro-

longed exposure to glutamate and the associated ex-

cessive influx of calcium ions and water into the cell.

The resulting calcium overload is particularly neu-

rotoxic, leading to the activation of enzymes that de-

grade proteins, membranes and nucleic acids, as

shown in Figure 2 [8]. One hypotheses that attempts

to explain the exquisite vulnerability of the medium

spiny projection neurons of the striatum to degenera-

tion in HD is the ‘excitotoxicity hypothesis’. In the

context of HD, this hypothesis stipulates that exces-

sive activation of glutamate receptors, increased glu-

tamate release from cortical afferent, reduced uptake

of glutamate by glia or hypersensitivity of post-

synaptic glutamate receptors on striatal projection

neurons, causes an alteration in intracellular calcium

homeostasis and mitochondrial dysfunction, resulting

in neuronal dysfunction and death of striatal medium

spiny neuron’s [29, 102]. Support for the excitotoxic

hypothesis came in part from radioligand binding

studies in post-mortem HD brain tissue, which

showed a disproportionate loss of NMDARs from the

striatum of patients in early symptomatic and, in a few

cases, pre-symptomatic stages of the disease [2, 112].

These studies suggest that striatal neurons with high

NMDAR expression are the most vulnerable and are

lost early during disease progression. Since NMDA

receptors are intimately associated with excitoxicity,

they were one of the first glutamate receptors studied

in mouse models of HD.

GABA

GABA is an inhibitory neurotransmitter with a postu-

lated link to the inhibition of spontaneous involuntary

movements [86]. In the striatum, 90% of neurons are

medium spiny neurons, GABA-containing projection

neurons that are preferentially lost in HD [33, 63].

Early evidence suggests a decreased level of GABA

and its synthetic enzyme glutamic acid decarboxylase

(GAD) in post-mortem HD brains [48, 52, 92].

Whereas larger aspiny interneurons are unaffected in

the early stages of HD, spiny neurons are severely di-

minished [34]. The loss of striatal GABA receptors

probably represents the loss of striatal neurons. How-

ever, the increase in GABA receptors in the GP exter-

nal (GPe), an area that normally receives synaptic in-

put from striatal projections, probably represents

a measure of denervation supersensitivity [43]. Dis-

ruptions in GABA systems are not limited to the stria-

tum. Reynolds and Pearson [94] have shown de-

creased GABA levels in the hippocampus and cerebral

cortex as well as reduced levels of the synaptic enzyme

GAD throughout the brain. Different neuronal circuits

expressing various pathways are shown in Figure 3.

Glutamate release can be regulated by GABA recep-

tors located on corticostriatal terminals [23, 65]. Acti-

vation of these receptors exerts a significant inhibi-

tory effect [20, 82]. Although a specific link between

a particular biochemical abnormality and HD patho-
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genesis has yet to be found, neuropathological studies

have underscored the role of small-to-medium-sized

striatal spiny neurons that contain GABA [35]. As

shown in Figure 3, indirect pathways involved in the

pathophysiology and expression of HD symptoms

(such as chorea and other involuntary movements) are

due to an imbalance between inhibitory neurotrans-

mitters and excitatory neurotransmitters.

In particular, increased inhibition of enkephalin-

positive GABAergic neurons would reduce striatal

output along the indirect pathway, similar to a func-

tional ablation. This may lead to disinhibition of the

GPe and could explain why lesions ameliorate HD

symptoms in this area [20, 82].

DA

The neostriatum is densely innervated by dopaminer-

gic fibers that originate in the substantia nigra. De-

spite the high concentrations of DA in the striatum

[91], there is increasing evidence that DA or one of its

metabolites might be neurotoxic. Dopaminergic and

glutamatergic systems interact closely at the level of

medium spiny neurons. Dopaminergic nigrostriatal

neurons synapse mainly onto the necks of dendritic

spines of medium spiny projection neurons, whereas

glutamatergic cortical afferents synapse specifically

on the heads of the same dendritic spines [104]. In ad-

dition, recent studies suggest that DA may also modu-

late striatal interneuron activity. Since the activity of

medium spiny neurons is also finely regulated by in-

terneurons, by modulating the activity of these inter-

neurons, DA exerts indirect but potent control over

striatal output neurons [10, 21]. There are compelling

data suggesting that DA or its metabolites (or both)

can generate ROS. In rodents, DA is metabolized via

monoamine oxidase to 3,4-dihydroxyphenylacetalde-

hyde (DOPAC) and hydrogen peroxide (H2O2) [105].

Though not lethal, H2O2 can react with transition met-

als such as iron to generate highly toxic hydroxyl

radicals via ‘Fenton-type’ chemistry [45]. A number

of investigators have assessed DA levels in the HD

brain. Major loss of the D2 receptor was observed in

the HD brain. D1 receptors are moderately decreased

in the substantia nigra as well as in the GPe in early

stages of HD. As the disease progresses, vulnerability

of both D1 and D2 receptors increase in the HD brain.

These receptors (especially D2) are markedly reduced

in asymptomatic HD mutation carriers, suggesting

that the loss of DA innervations contributes to HD pa-

thophysiology [17, 92].

Acetylcholine

Loss of acetylcholine and its synthesizing enzyme

choline acetyltransferase (ChAT) has been observed

in HD patients. Further imbalance in DA and acetyl-

choline levels may contribute to HD symptoms [43].

Reports indicate that the acetylcholine synthetic en-

zyme ChAT decreases in the nucleus accumbens, sep-

tal nuclei, and hippocampus. Muscarinic M2 acetyl-

choline receptors also decrease in the striatum and

GPe but are unchanged in the substantia nigra pars

reticulate and cortex [75]. Decreased choline levels

have been observed in cerebrospinal fluid samples of

HD patients.

Adenosine receptors

Adenosine is a purinergic messenger that can be re-

leased to the extracellular medium by membrane

transporters, can result from the cytoplasmic leakage

of dying cells and represents the final product of ex-

tracellular nucleotide hydrolysis by enzymes known

as ectonucleotidases [55]. This is known to reduce

neuronal activity through the activation of high-

affinity receptors. Adenosine activities are mediated

by binding to four distinct G-protein-coupled recep-

tors (A1, A2A, A2B, and A3 adenosine receptor sub-

types) [39]. Adenosine receptors have a unique cellu-

lar and regional distribution in the basal ganglia and

are particularly concentrated in caudate putamen and

the GP areas, which are richly innervated by DA [78].

Changes in A2A receptor expression and signaling

have been observed in various experimental HD mod-

els. In 2001, Varani et al. reported an aberrant amplifi-

cation of A2A adenosine receptor-stimulated adenylyl

cyclase in striatal-derived cells engineered to express

mutant htt [107], opened the possibility that an aber-

rant A2A receptor phenotype may represent a novel

potential biomarker of HD. This is useful for monitor-
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ing disease progression and assessing the efficacy of

novel neuroprotective strategies [72]. An increase in

A2A receptor density has been found in a 3-nitropro-

pionic acid (3-NP) model of HD [9]. Recently, it was

investigated the presence of an altered A2A receptor

phenotype in R6/2 mice models of HD [74].

The highest expression of adenosine A2A receptors

is found in the basal ganglia, particularly in the corpus

striatum, which is involved in controlling complex

motor activities by specific motivational stimuli as

well as in habit formation [111]. A2A receptors are

found both pre- and postsynaptically; they are found

post-synaptically on the GABAergic striatopallidal

neurons projecting to the GP, which contain the pep-

tide enkephalin and are enriched with DA D2 recep-

tors [51, 100].

It has been reported that A2A antagonists have pro-

tective effects in HD animal models [40]. The neuro-

protective effects of A2A receptor antagonists seem to

be mainly linked to the counteraction of the facilita-

tory effects of pre-synaptic receptors on glutamate re-

lease. The mechanistic basis of the beneficial effects

induced by A2A agonists remains to be fully eluci-

dated. Nevertheless, these beneficial effects are

thought to include non-neuronal effects in HD meta-

bolic abnormalities [24] or on brain oxygenation

through A2A receptor-mediated vasodilatation.

Cannabinoid receptors in HD

Marijuana has been used by numerous cultures

throughout recorded history. Marijuana has a number

of effects on the central nervous system. It has been

reported that marijuana could ameliorate some major

neurological symptoms and disorders, including cho-

rea [81]. In 1964, tetrahydrocannabinol, the major ac-

tive constituent of marijuana, was identified. Since

that time, approximately 60 other cannabinoids and

260 other non-cannabinoid compounds have been

identified in marijuana. Cannabinoids mainly act

through two types of receptors, CB1 (present in CNS

and to a lesser extent in the peripheral nervous sys-

tem) and CB2 (present outside the CNS, preferentially

in the immune system). Activation of the CB1 recep-

tor may influence neurotransmitter release and influ-

ence a variety of processes, such as regulation of mo-

tor behavior, learning and memory and antinocicep-

tion [60]. Several studies have clearly demonstrated

that there is an almost complete disappearance of CB1

receptor binding in the substantia nigra, in the lateral

part of GP and, to a lesser extent, in the putamen in

HD. An autoradiography study regarding the human

brain showed a complete loss of the CB1 receptor in

HD patients.

Neuropeptides

While most striatal neurons are medium spiny GA-

BAergic neurons, their synaptic targets can be sepa-

rated into two separate anatomical pathways, which

can be classified as ‘direct’ and ‘indirect’ pathways

[44]. These two classes of pathways differ in the pep-

tidergic co-neurotransmitter they use in addition to

GABA, with striatolateral pallidal neurons containing

enkephalin and the striatomedial pallidal and striatoni-

gral neurons containing substance P and dynorphin [14].

Reflecting the preferential impact of striatal me-

dium spiny neurons in HD, decreased concentrations

of co-neurotransmitter peptides have been reported in

synaptic target areas. Substance P is decreased in the

substantia nigra and GPi, with lesser reductions being

reported in the striatum, substantia nigra pars comp-

acta, and GPe. Reduction of substance P has also been

reported in the HD spinal cord. Enkephalin, contained

in GABAergic medium spiny neurons that project to

the GPe, has decreased levels in HD patients [91]. De-

creases in mRNAs of substance P and enkephalin

have been detected in early-grade HD, indicating that

medium spiny neuron dysfunction is an early event in

HD pathogenesis. The loss of indirect pathway

striato-external pallidal neurons are predicted to result

in a relative excess of involuntary movements,

whereas the loss of direct pathway striatonigral and

striato-internal pallidal neurons tend to produce bra-

dykinesia [106].

Mitochondrial function and energy

metabolism in HD

Substantial evidence suggests that defects in cerebral

energy metabolism are early phase events in HD [1].

Metabolic pathways and mitochondrial functions are
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intrinsically linked to a number of cellular systems

and processes that are ultimately disrupted during HD

progression, including generation and free radical

scavenging. It appears that oxidative damage is linked

to bioenergetic dysfunction in HD. Impairments in en-

ergy metabolism may affect brain regions of HD pa-

tients. In brief, classic signs of HD include profound

weight loss and skeletal muscle wasting, which are

associated with defects in ATP generation [13, 41].

Glucose metabolism is reduced in brain regions tar-

geted by the disease by the time patients are sympto-

matic and for some period before symptom onset, in-

dicating neuronal dysfunction and/or loss principally

in the basal ganglia and cerebral cortex. Biochemical

studies in HD postmortem tissue have revealed selec-

tive dysfunction of components of the mitochondrial

tricarboxylic acid (TCA) cycle and electron transport

chain in affected brain regions, particularly complex

II, complex IV, and aconitase. The 3-NP-induced mi-

tochondrial complex II inhibition significantly re-

duced O2 consumption and ATP production rates rela-

tive to wild-type cells, which is attributed to increased

Ca2+ influx through NMDA receptors [70, 73]. Exci-

totoxic damage may also occur in circumstances in

which extracellular glutamate levels are normal but

energy metabolism is impaired, so-called “secondary

excitotoxicity.”In conditions of impaired energy me-

tabolism, reduced ATP production may disrupt the

maintenance of Na+/K+ ATPase pumps that regulate

ionic and voltage gradients across cell membranes,

leading to prolonged or inappropriate opening of

voltage-dependent ion channels and partial membrane

depolarization. If this effect is sufficiently severe,

then normally inert extracellular glutamate levels can

trigger NMDA receptor activation, resulting in Ca2+

influx, nitric oxide synthase (NOS) activation, and

free radical production via increased peroxynitrite

(ONOO–) formation. The compound ONOO–, pro-

duced by the reaction of NO with superoxide radical

(O2
•–), may then react with CuZn-SOD to form

nitronium ion, which nitrates tyrosine residues in pro-

teins [98]. Elevated induced Ca2+ influx may also re-

sult in sequestering of Ca2+ in mitochondria, which in

turn increases free radical generation by mitochon-

dria. Free radicals, including O2
•– and hydroxyl radi-

cals (OH•–), are constantly produced as byproducts of

aerobic metabolism, but production increases under

circumstances of electron transport chain inhibition or

molecular defects. Ca2+ concentrations similar to those

induced by neuronal exposure to excitotoxins increase

mitochondrial generation of OH•– and carbon-centered

radicals. Increased free radical generation that out-

strips the antioxidant and repair capabilities of mito-

chondria can lead to a negative cycle of progressively

increasing oxidative damage to the mitochondria, ulti-

mately exacerbating cellular injury. This phenomenon

may explain the slow, progressive nature of neuronal

injury in chronic neurodegenerative disorders such as

HD. Therefore, this may reflect the cycling of free

radicals and mitochondrial dysfunction, leading to the

gradual buildup of damaged and dysfunctional cell

components, until a threshold level is reached [108].

Animal models of HD

Genetic HD models

Genetic mouse models of HD may aid in the under-

standing of dysfunctions underlying behavioral phe-

notypes, neuronal abnormalities and neurodegenera-

tion. A great advantage of these classic models of HD

is that they can be used to understand the evolution of

the disease and the cause-effect relationships involved

[12, 52, 68, 76]. At present, a number of transgenic,

knock-in and conditional mouse models have been

developed, including R6/1 and R6/2 [74], YAC72 and

128 [53] and Tg100 [66], as well as several knock-in

models, such as CAG71 and CAG94. Electrophysio-

logical and morphological cellular alterations of these

models have been examined extensively [74]. The

generation of genetic mouse models of HD expressing

mouse htt has provided an exceptional opportunity to

study the evolution of pathogenic processes in the

context of a chronically progressing disease pheno-

type.

The nature of the disease phenotype expressed de-

pends on the context in which the mutant gene is ex-

pressed. In general terms, mice expressing N-terminal

fragments of HD exon 1 develop a rapidly progress-

ing disease phenotype that recapitulates aspects of

motor defects and weight loss seen in HD, whereas

mice expressing full-length human mhtt or have mu-

tations knocked into the full-length endogenous

murine Hdh gene have a more protracted disease

course with fewer prominent motor defects but de-

velop selective neuronal degeneration. The majority

8 �����������	��� 
����
�� ����� ��� ����



of reports of oxidative damage in HD mice are from

“fragment” mouse models of HD that express an N-

terminal fragment of human mhtt, particularly the

R6/2 mouse line. These are most thoroughly charac-

terized and commonly used models available to date.

It remains to be determined whether oxidative dam-

age occurs before overt neuronal dysfunction in ge-

netic models of HD, which suggests a causative role

in the pathogenetic mechanism.

Toxin models of HD

The activity of complex II (succinate ubiquinol oxido-

reductase) of the respiratory chain is severely reduced

in affected brain regions (caudate and putamen) of

symptomatic HD patients. Consequently, pharma-

cologic inhibitors of mitochondrial complex II have

been found to induce striatal damage and motor phe-

notypes in animals, which closely resemble the symp-

toms seen in HD patients. Here, we discuss observa-

tions from studies using mitochondrial complex II

toxins (3-NP and malonate) and excitotoxins (quino-

linic acid), suggesting that oxidative damage associ-

ated with HD-like lesions is linked with mitochon-

drial energetic dysfunction and excitotoxicity.

Excitotoxin HD models: quinolinic acid

Behavioral and neuropathological features of HD

could be replicated by intrastriatal injections of the

endogenous NMDA-receptor agonist quinolinic acid,

which induces preferential loss of medium spiny neu-

rons but spares NADPH-d and parvalbumin-positive

neurons, whereas injection of non-NMDA-receptor

agonists (kainate or quisqualate) results in a loss of

both spiny and NADPH-d-positive aspiny neurons [5,

46, 98, 103]. NMDA receptor-mediated lesions in pri-

mates are associated with an apomorphine-inducible

movement disorder that resembles the choreic move-

ments seen in HD [99]. Some but not all genetic mod-

els of HD also show age-dependent declines in

glutamate-receptor densities in the striatum and cere-

bral cortex, altered striatal neuron responses to gluta-

mate agonists, increased vulnerability to NMDA and

quinolinic acid-induced excitotoxic damage [46].

Toxicity induced by the kynurenine pathway metabo-

lite quinolinic acid involves an increase in ROS, DNA

damage, reduced glutathione levels and peroxidative

damage that can be rescued by Fe-porphyrin com-

pounds. The energy substrate pyruvate is also protec-

tive against quinolinic acid toxicity. Interestingly, in-

trastriatal administration of quinolinic acid in rodents

has been shown to increase htt immunoreactivity,

leading to the suggestion that htt may be induced as

a cytoprotective agent after activation of the kyn-

urenine pathway, again emphasizing the close links

between this pathway and HD pathogenesis [103].

3-NP

The mitochondrial toxin 3-NP irreversibly inhibits the

activity of the mitochondrial metabolic enzyme succi-

nate dehydrogenase, which participates in both the

TCA cycle and complex II–III of the electron trans-

port chain [3]. Systemic administration of 3-NP to hu-

mans, nonhuman primates, and rodents results in CNS

lesions that selectively target medium spiny neurons

within the striatum, recapitulating the regional and

neuronal specificity of pathologic events in HD [4,

38]. In humans, ingestion of 3-NP induces cognitive

impairment and motor abnormalities, including dysto-

nia, involuntary jerky movements, torsion spasms,

and facial grimaces. Systemic administration of 3-NP

to both rats and primates produces striatal lesions that

are strikingly similar to those seen in the HD brain;

thus, 3-NP has become a widely used experimental

tool to study neuronal susceptibility and motor pheno-

types that are characteristic of HD. In rats, 3-NP-

induced lesions in the basal ganglia that are associated

with elevated lactate levels resulted in increased

NMDA-receptor binding [46]. This effect can be ame-

liorated by reducing glutamatergic innervation of the

striatum, through either application of NMDA-

receptor antagonists or decortication. These observa-

tions are consistent with the 3-NP toxicity arising

from secondary excitotoxic mechanisms, whereby en-

ergy depletion within vulnerable neurons facilitates

abnormal activation of NMDA receptors and subse-

quent Ca2+ influx. Stimulating energy generation by

administering creatine markedly attenuates 3-NP tox-

icity and ameliorates lesion volume, lactate produc-

tion and ATP depletion in the striata of 3-NP-treated

rats [85]. Numerous reports assert that 3-NP toxicity

is associated with increased oxidative damage within

the CNS. Administration of 3-NP to rodents results in

elevations of striatal hydroxyl (OH–) and superoxide

(O2
•–) free radical generation and a number of oxida-

tive damage markers. Susceptibility to 3-NP-induced

oxidative stress also worsens with age, demonstrated

by increased DNA fragmentation and reduced expres-
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sions of the DNA repair enzyme apurinic/apyrimidi-

nic endonuclease in older mice [88, 91]. The involve-

ment of impairments in intrinsic antioxidant protec-

tion pathways after 3-NP administration is further

supported by observations of reduced striatal glu-

tathione (GSH) levels.

Malonate

Malonate is another selective inhibitor of succinate

dehydrogenase that causes motor impairments and

neuronal pathology resembling HD after intrastriatal

administration in rodents (malonate does not cross

the blood-brain barrier). Similar to 3-NP, malonate

produces age-dependent striatal lesions that can be

significantly attenuated by NMDA-receptor antago-

nists. Further indirect evidence contributes to malo-

nate-induced neurodegeneration [96, 99].

Creatine and cyclocreatine are neuroprotective

against malonate-induced toxicity in mice, via altera-

tion of hydroxyl radical generation [91]. Malonate-

induced lesion volume can be further reduced by

combining creatine treatment with administration of

the antioxidant nicotinamide.

Malonate induced an increase in the conversion of

salicylate to 2,3- and 2,5-dihydroxybenzoic acid, an

index of hydroxyl radical generation, which is exacer-

bated in mice lacking the free radical scavenger glu-

tathione peroxidase. A mouse lacking a neuronal iso-

form of the NOS gene, with impaired nitric oxide

generation, shows reductions in the sizes of malonate-

induced striatal lesions. Further, 3-NT concentrations

are elevated after intrastriatal malonate injection,

whereas lesion size is attenuated by free radical spin

traps and NOS inhibitors. Substantial evidence sug-

gests that NO-mediated oxidative damage is involved

in cell death processes after energetic disruption in-

duced by both 3-NP and malonate. These mitochon-

drial toxins induce a pattern of cell damage mimick-

ing that seen in HD by a mechanism that involves in-

terference with the activity of an oxidative phosphory-

lation enzyme complex known to be impaired in the

HD brain [85]. It is therefore tempting to extrapolate

a key role for oxidative damage as an execution step in

the cell-death pathway initiated by mhtt in HD patients.
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Conclusions

The exact mechanisms underlying neuronal death in

HD remain to be explained. In the past decade, lead-

ing models of neurodegeneration, including mito-

chondrial dysfunction and subsequent excitotoxic in-

jury, oxidative stress, and apoptosis, have been sug-

gested, as shown in Figure 4.

Recent studies have lent support to these models,

but additional theories involving protein metabolism

abnormalities and transcriptional dysregulation have

emerged as well. Since the identification of the HD

gene in 1993, great advancements in the understand-

ing of the molecular biology and pathophysiology of

the disorder have occurred. These advances have sug-

gested a new therapeutic strategy aimed at slowing

disease progression or forestalling the onset of this

devastating neurodegenerative disease. In preparation

for future clinical trials, clinical studies have begun to

provide more quantitative measures of disease onset

and progression. Recent progress in the basic science

and clinical realms raises hopes for the development

of effective therapies in the near future.

References:

1. Acevedo-Torres K, Berríos L, Rosario N, Dufault V,

Skatchkov S, Eaton MJ, Torres-Ramos CA, Ayala-Torres

S: Mitochondrial DNA damage is a hallmark of chemi-

cally induced and the R6/2 transgenic model of Hunting-

ton’s disease. DNA Repair (Amst), 2009, 8, 126–136.

2. Albin RL, Young AB, Penney JB, Handelin B, Balfour

R, Anderson KD, Markel DS et al.: Abnormalities of

striatal projection neurons and N-methyl-D-aspartate re-

ceptors in presymptomatic Huntington’s disease. N Engl

J Med, 1990, 322, 1293–1298.

3. Andreassen OA, Ferrante RJ, Hughes DB, Klivenyi P,

Dedeoglu A, Ona VO, Friedlander RM, Beal MF: Malo-

nate and 3-nitropropionic acid neurotoxicity are reduced

in transgenic mice expressing a caspase-1 dominant-

negative mutant. J Neurochem, 2000, 75, 847–852.

4. Ayala A, Venero JL, Cano J, Machado A: Mitochondrial

toxins and neurodegenerative diseases. Front Biosci,

2007, 12, 986–1007.

5. Beal MF, Ferrante RJ, Swartz KJ, Kowall NW: Chronic

quinolinic acid lesions in rats closely resemble Hunting-

ton’s disease. J Neurosci, 1991, 11, 1649–1659.

6. Beal MF, Ferrante RJ: Experimental therapeutics in

transgenic mouse models of Huntington’s disease. Nat

Rev Neurosci, 2004, 5, 373–384.

7. Becker LI, Miguel RD, Ruzi JJF: The endocannabinoid

system and Huntington’s disease. Curr Drug Targets-

CNS & Neurol Disord, 2003, 2, 335–347.

8. Berliocchi L, Bano D, Nicotera P: Ca�� signals and death

programmes in neurons. Philos Trans R Soc Lond B Biol

Sci, 2005, 360, 2255–2258.

9. Blum D, Gall D, Cuvelier L, Schiffmann SN: Topologi-

cal analysis of striatal lesions induced by 3-nitropropionic

acid in the Lewis rat. Neuroreport, 2001, 12, 1769–1772.

10. Bracci E, Centonze D, Bernardi G, Calabresi P: Dopa-

mine excites fast-spiking interneurons in the striatum.

J Neurophysiol, 2002, 87, 2190–2194.

11. Brandt J, Strauss ME, Larus J, Jensen B, Folstein SE,

Folstein MF: Clinical correlates of dementia and disabil-

ity in Huntington’s disease. J Clin Neuropsychol, 1984,

6, 401–412.

12. Brouillet E, Condé F, Beal MF, Hantraye P: Replicating

Huntington’s disease phenotype in experimental animals.

Prog Neurobiol, 1999, 59, 427–468.

13. Browne SE: Mitochondria and Huntington’s disease

pathogenesis: insight from genetic and chemical models.

Ann NY Acad Sci, 2008, 1147, 358–382.

14. Browne SE, Ferrante RJ, Beal MF: Oxidative stress in

Huntington’s disease. Brain Pathol, 1999, 9, 147–163.

15. Burns A, Folstein S, Brandt J, Folstein M: Clinical as-

sessment of irritability, aggression, and apathy in Hunting-

ton and Alzheimer disease. J Nerv Ment Dis, 1990, 178,

20–26.

16. Butters N, Sax D, Montgomery K, Tarlow S: Compari-

son of the neuropsychological deficits associated with

early and advanced Huntington’s disease. Arch Neurol,

1978, 35, 585–589.

17. Caboche J, Charvin D: Role of dopamine in Hunting-

ton’s disease. Med Sci (Paris), 2006, 22, 115–127.

18. Caine ED, Hunt RD, Weingartner H, Ebert MH:

Huntington’s dementia. Clinical and neuropsychological

features. Arch Gen Psychiatry, 1978, 35, 377–384.

19. Caine ED, Shoulson I: Psychiatric syndromes in Hunting-

ton’s disease. Am J Psychiatry, 1983, 140, 728–733.

20. Calabresi P, Mercuri NB, De Murtas M, Bernardi G: En-

dogenous GABA mediates presynaptic inhibition of

spontaneous and evoked excitatory synaptic potentials in

the rat neostriatum. Neurosci Lett, 1990, 118, 99–102.

21. Centonze D, Grande C, Usiello A, Gubellini P, Erbs E,

Martin AB, Pisani A et al.: Receptor subtypes involved

in the presynaptic and postsynaptic actions of dopamine

on striatal interneurons. J Neurosci, 2003, 23, 6245–6254.

22. Cha JH, Kosinski CM, Kerner JA, Alsdorf SA, Mangiar-

ini L, Davies SW, Penney JB et al.: Altered brain neuro-

transmitter receptors in transgenic mice expressing a por-

tion of an abnormal human Huntington disease gene.

Proc Natl Acad Sci USA, 1998, 95, 6480–6485.

23. Charara A, Heilman TC, Levey AI, Smith Y: Pre- and

postsynaptic localization of GABA� receptors in the basal

ganglia in monkeys. Neuroscience, 2000, 95,127–140.

24. Chou SY, Lee YC, Chen HM, Chiang MC, Lai HL,

Chang HH, Wu YC et al.: CGS21680 attenuates symp-

toms of Huntington’s disease in a transgenic mouse

model. J Neurochem, 2005, 93, 310–320.

�����������	��� 
����
�� ����� ��� ���� 11

Update on Huntington’s disease
������ ����	 �� �
�



25. Cummings JL: Behavioral and psychiatric symptoms as-

sociated with Huntington’s disease. Adv Neurol, 1995,

65, 179–186.

26. Darley FL, Brown JR, Swenson WM: Language changes

after neurosurgery for Parkinsonism. Brain Lang, 1975,

2, 65–69.

27. Dewhurst K, Oliver JE, McKnight AL: Socio-psychiatric

consequences of Huntington’s disease. Br J Psychiatry,

1970, 116, 255–258.

28. Dewhurst K, Oliver J, Trick KL, McKnight AL: Neuro-

psychiatric aspects of Huntington’s disease. Confin Neu-

rol, 1969, 31, 258–268.

29. DiFiglia M: Excitotoxic injury of the neostriatum: a model for

Huntington’s disease. Trends Neurosci, 1990, 13, 286–289.

30. Dragatsis I, Dietrich P, Zeitlin S: Expression of the

Huntingtin-associated protein 1 gene in the developing

and adult mouse. Neurosci Lett, 2000, 282, 37–40.

31. Duyao MP, Auerbach AB, Ryan A, Persichetti F, Barnes

GT, McNeil SM, Ge P et al.: Inactivation of the mouse

Huntington’s disease gene homolog Hdh. Science, 1995,

269, 407–410.

32. Engelsen B: Neurotransmitter glutamate: its clinical im-

portance. Acta Neurol Scand, 1986, 74, 337–355.

33. Faull RLM, Waldvogel HJ, Nicholson LFB, Synek BJL:

The distribution of GABA� benzodiazepine receptors in

the basal ganglia in Huntington’s disease and in quinolinic

acid lesioned rats. Prog Brain Res, 1993, 99, 105–123.

34. Ferrante RJ, Kowall NW, Beal MF, Richardson EP Jr,

Bird ED, Martin JB: Selective sparing of a class of stri-

atal neurons in Huntington’s disease. Science, 1985, 230,

561–563.

35. Ferrante RJ, Kowall NW, Richardson EP Jr: Proliferative

and degenerative changes in striatal spiny neurons in

Huntington’s disease: a combined study using the

section-Golgi method and calbindin D28k immunocyto-

chemistry. J Neurosci, 1991, 11, 3877–3887.

36. Ferré S, O’Connor WT, Fuxe K, Ungerstedt U: The strio-

pallidal neuron: a main locus for adenosine-dopamine in-

teractions in the brain. J Neurosci, 1993, 13, 5402–5406.

37. Folstein MF: Heterogeneity in Alzheimer’s disease. Neu-

robiol Aging, 1989, 10, 434–435.

38. Folstein SE, Jensen B, Leigh RJ, Folstein MF: The

measurement of abnormal movement: methods devel-

oped for Huntington’s disease. Neurobehav Toxicol

Teratol, 1983, 5, 605–609.

39. Fredholm BB, IJzerman AP, Jacobson KA, Klotz KN,

Linden J: International Union of Pharmacology. XXV.

Nomenclature and classification of adenosine receptors.

Pharmacol Rev, 2001, 53, 527–552.

40. Gianfriddo M, Melani A, Turchi D, Giovannini MG, Pe-

data F: Adenosine and glutamate extracellular concentra-

tions and mitogen-activated protein kinases in the stria-

tum of Huntington transgenic mice. Selective antago-

nism of adenosine A2A receptors reduces transmitter

outflow. Neurobiol Dis, 2004, 17, 77–88.

41. Gil JM, Rego AC: Mechanisms of neurodegeneration in

Huntington’s disease. Eur J Neurosci, 2008, 27, 2803–2820.

42. Girotti F, Marano R, Soliveri P, Geminiani G, Scigliano

G: Relationship between motor and cognitive disorders

in Huntington’s disease. J Neurol, 1988, 235, 454–457.

43. Glass L, Dragunow M, Faull RLM: The pattern of neuro-

degenration in Huntington’s disease: A comparative

study of cannabinoid, dopamine, adenosine and GABA�

receptors alterations in the human basal ganglia in

Huntington’s disease. Neuroscience, 2000, 97, 505–519.

44. Graybiel AM: Neurotransmitters and neuromodulators in

the basal ganglia. Trends Neurosci, 1990, 13, 244–254.

45. Halliwell B: Reactive oxygen species and the central

nervous system. J. Neurochem, 1992, 59, 1609–1623.

46. Hantraye P, Riche D, Maziere M, Isacson O: A primate

model of Huntington’s disease: behavioral and anatomi-

cal studies of unilateral excitotoxic lesions of the

caudate-putamen in the baboon. Exp Neurol, 1990, 108,

91–104.

47. Harper PS: The epidemiology of Huntington’s disease.

Hum Genet, 1986, 89, 365–376.

48. Hassel B, Sonnewald U: Selective inhibition of the tricarbox-

ylic acid cycle of GABAergic neurons with 3-nitropropionic

acid in vivo. J Neurochem, 1995, 65, 1184–1191.

49. Heathfield KW: Huntington’s chorea. Investigation into

the prevalence of this disease in the area covered by the

North East Metropolitan Regional Hospital Board. Brain,

1967, 90, 203–232.

50. Hebb C: CNS at the cellular level: identity of transmitter

agents. Annu Rev Physiol, 1970, 32, 165–192.

51. Hettinger BD, Lee A, Linden J, Rosin DL: Ultrastruc-

tural localization of adenosine A�� receptors suggests

multiple cellular sites for modulation of GABAergic neu-

rons in rat striatum. J Comp Neurol, 2001, 431, 331–346.

52. Hickey MA, Chesselet MF: Apoptosis in Huntington’s

disease. Prog Neuropsypharmacol Biol Psychiatry, 2003,

27, 255–265.

53. Hodgson JG, Agopyan N, Gutekunst CA, Leavitt BR,

LePiane F, Singaraja R, Smith DJ et al.: A YAC mouse

model for Huntington’s disease with full-length mutant

huntingtin, cytoplasmic toxicity, and selective striatal

neurodegeneration. Neuron, 1999, 23, 181–192.

54. Jacobson KA, Gao ZG: Adenosine receptors as therapeu-

tic targets. Nat Rev Drug Discov, 2006, 5, 247–264.

55. Jakel RJ, Maragos WF: Neuronal cell death in Hunting-

ton’s disease: a potential role for dopamine. TINS, 2000,

23, 239–245.

56. Jarabek BR, Yasuda RP, Wolfe BB: Regulation of pro-

teins affecting NMDA receptor-induced excitotoxicity in

a Huntington’s mouse model. Brain, 2004, 127, 505–516.

57. Jelliffe SE: A contribution to the history of Huntington’s cho-

rea: a preliminary report. Neurographs, 1908, 1, 1116–1124.

58. Jha S, Patel R: Some observations on the spectrum of de-

mentia. Neurol India, 2004, 52, 213–214.

59. Josiassen RC, Curry L, Roemer RA, DeBease C, Man-

call EL: Patterns of intellectual deficit in Huntington’s

disease. J Clin Neuropsychol, 1982, 4, 173–183.

60. Kent A: Huntington’s disease. Nurs Stand, 2004, 21, 45–51.

61. Kirkwood SC, Su JL, Conneally P, Foroud T: Progres-

sion of symptoms in the early and middle stages of

Huntington disease. Arch Neurol, 2001, 58, 273–278.

62. Klein J: Woodie Guthrie. A life. Faber and Faber, Lon-

don, 1981.

63. Kleppner SR, Tobin AJ: GABA signalling: therapeutic

targets for epilepsy, Parkinson’s disease and Huntington’s

disease. Expert Opin Ther Targets, 2001, 5, 219–239.

12 �����������	��� 
����
�� ����� ��� ����



64. Kremer B, Goldberg P, Andrew SE, Theilmann J,

Telenius H, Zeisler J, Squitieri F et al.: A worldwide

study of the Huntington’s disease mutation. The sensitiv-

ity and specificity of measuring CAG repeats. N Engl

J Med, 1994, 330, 1401–1406.

65. Lacey CJ, Boyes J, Gerlach O, Chen L, Magill PJ, Bo-

lam JP: GABA� receptors at glutamatergic synapses in

the rat striatum. Neuroscience, 2005, 136, 1083–1095.

66. Laforet GA, Sapp E, Chase K, McIntyre C, Boyce FM,

Campbell M, Cadigan BA et al.: Changes in cortical and

striatal neurons predict behavioral and electrophysiologi-

cal abnormalities in a transgenic murine model of

Huntington’s disease. J Neurosci, 2001, 21, 9112–9123.

67. Leigh RJ, Newman SA, Folstein SE, Lasker AG, Jensen

BA: Abnormal ocular motor control in Huntington’s dis-

ease. Neurology, 1983, 33, 1268–1275.

68. Levine MS, Cepeda C, Hickey MA, Fleming SM, Ches-

selet MF: Genetic mouse models of Huntington’s and

Parkinson’s diseases: illuminating but imperfect. Trends

Neurosci, 2004, 27, 691–697.

69. Li JY, Plomann M, Brundin P: Huntington’s disease:

a synaptopathy? Trends Mol Med, 2003, 9, 414–420.

70. Lim D, Fedrizzi L, Tartari M, Zuccato C, Cattaneo E,

Brini M, Carafoli E: Calcium homeostasis and mitochon-

drial dysfunction in striatal neurons of Huntington dis-

ease. J Biol Chem, 2008, 283, 5780–5789.

71. Lundervold AJ, Reinvang I, Lundervold A: Characteris-

tic patterns of verbal memory function in patients with

Huntington’s disease. Scand J Psychol, 1994, 35, 38–47.

72. Maglione V, Cannella M, Gradini R, Cislaghi G,

Squitieri F: Huntingtin fragmentation and increased cas-

pase 3, 8 and 9 activities in lymphoblasts with heterozy-

gous and homozygous Huntington’s disease mutation.

Mech Ageing Dev, 2006, 127, 213–216.

73. Mancuso M, Kiferle L, Petrozzi L, Nesti C, Rocchi A,

Ceravolo R, Orsucci D et al.: Mitochondrial DNA hap-

logroups do not influence the Huntington’s disease phe-

notype. Neurosci Lett, 2008, 444, 83–86.

74. Mangiarini L, Sathasivam K, Seller M, Cozens B,

Harper A, Hetherington C, Lawton M et al.: Exon 1 of

the HD gene with an expanded CAG repeat is sufficient

to cause a progressive neurological phenotype in trans-

genic mice. Cell, 1996, 87, 493–506.

75. Manyam BV, Giacobini E, Colliver JA: Cerebrospinal

fluid acetylcholinesterase and choline measurements in

Huntington’s disease. J Neurol, 1990, 237, 281–284.

76. Menalled LB, Chesselet MF: Mouse models of Hunting-

ton’s disease. Trends Pharmacol Sci, 2002, 23, 32–39.

77. Mitchell IJ, Cooper AJ, Griffiths MR: The selective vul-

nerability of striatopallidal neurons. Prog Neurobiol,

1999, 59, 691–719.

78. Morelli M, Di Paolo T, Wardas J, Calon F, Xiao D,

Schwarzschild MA: Role of adenosine A�� receptors in

parkinsonian motor impairment and L-DOPA-induced

motor complications. Prog Neurobiol, 2007, 83, 293–309.

79. Moses JA Jr, Golden CJ, Berger PA, Wisniewski AM:

Neuropsychological deficits in early, middle, and late

stage Huntington’s disease as measured by the Luria-

Nebraska Neuropsychological Battery. Int J Neurosci,

1981, 14, 95–100.

80. Naarding P, Kremer HPH, Zitman FG: Huntington’s dis-

ease: a review of the literature on prevalence and treat-

ment of neuropsychiatry phenomena. Eur Psychiatry,

2001, 16, 439–445.

81. Nasir J, Floresco SB, O’Kusky JR, Diewert VM, Rich-

man JM, Zeisler J, Borowski A et al.: Targeted disruption

of the Huntington’s disease gene results in embryonic le-

thality and behavioral and morphological changes in het-

erozygotes. Cell, 1995, 81, 811–823.

82. Nisenbaum ES, Berger TW, Grace AA: Presynaptic

modulation by GABAB receptors of glutamatergic exci-

tation and GABAergic inhibition of neostriatal neurons.

J Neurophysiol, 1992, 67, 477–481.

83. Ona VO, Li M, Vonsattel JP, Andrews LJ, Khan SQ,

Chung WM, Frey AS et al.: Inhibition of caspase-1

slows disease progression in a mouse model of Hunting-

ton’s disease. Nature, 1999, 399, 263–267.

84. Pavese N, Andrews TC, Brooks DJ, Ho AK, Rosser AE,

Barker RA, Robbins TW et al.: Progressive striatal and

cortical dopamine receptor dysfunction in Huntington’s

disease: a PET study. Brain, 2003, 126, 1127–1135.

85. Perez-De La Cruz V, Santamaria A: Integrative hypothe-

sis for Huntington’s disease: a brief review of experi-

mental evidence. Physiol Res, 2007, 56, 513–526.

86. Perry TL, Hansen S, Kloster M: Huntington’s chorea.

Deficiency of gamma-aminobutyric acid in brain. N Engl

J Med, 1973, 288, 337–342.

87. Peyser CE, Folstein SE: Huntington’s disease as a model

for mood disorders. Clues from neuropathology and neu-

rochemistry. Mol Chem Neuropathol, 1990, 12, 99–119.

88. Picconi B, Passino E, Sgobio C, Bonsi P, Barone I,

Ghiglieri V, Pisani A et al.: Plastic and behavioral abnor-

malities in experimental Huntington’s disease: a crucial

role for cholinergic interneurons. Neurobiol Dis, 2006,

22, 143–152.

89. Podoll K, Caspary P, Lange HW, Noth J: Language func-

tions in Huntington’s disease. Brain, 1988, 111, 1475–1503.

90. Qrbeck AL: An early description of Huntington’s chorea.

Med Hist, 1959, 3, 165–168.

91. Ramaswamy S, McBride JL, Kordower JH: Animal mod-

els of Huntington’s disease. ILAR J, 2007, 48, 356–373.

92. Reddy HP, Maya W, Danilo AT: Recent advances in un-

derstanding the pathogenesis of Huntington’s disease.

Trends Neurosci, 1999, 22, 248–254.

93. Reed TE, Chandler JH: Huntington’s chorea in Michi-

gan. I. Demography and genetics. Am J Hum Genet,

1958, 10, 201–225.

94. Reynolds GP, Pearson SJ; Decreased glutamic acid and

increased 5-hydroxytryptamine in Huntington’s disease

brain. Neurosci Lett, 1987, 78, 233–238.

95. Rigamonti D, Bauer JH, De-Fraja C, Conti L, Sipione S,

Sciorati C, Clementi E et al.: Wild-type huntingtin pro-

tects from apoptosis upstream of caspase-3. J Neurosci,

2000, 20, 3705–3713.

96. Roberts TJ: 3-Nitropropionic acid model of metabolic

stress: assessment by magnetic resonance imaging.

Methods Mol Med, 2005, 104, 203–220.

97. Rothman SM, Olney JW: Excitotoxicity and the NMDA

receptor-still lethal after eight years. Trends Neurosci,

1995, 18, 57–58.

�����������	��� 
����
�� ����� ��� ���� 13

Update on Huntington’s disease
������ ����	 �� �
�



98. Roze E, Betuing S, Deyts C, Vidailhet M, Caboche J:

Pathophysiology of Huntington’s disease: an update.

Rev Neurol (Paris), 2008, 164, 977–994.

99. Sanberg PR, Calderon SF, Giordano M, Tew JM, Norman

AB: The quinolinic acid model of Huntington’s disease:

locomotor abnormalities. Exp Neurol, 1989, 105, 45–53.

100. Schiffmann SN, Libert F, Vassart G, Vanderhaeghen JJ:

Distribution of adenosine A2 receptor mRNA in the hu-

man brain. Neurosci Lett, 1991, 16, 130, 177–1781.

101. Schoenfeld M, Myers RH, Cupples LA, Berkman B,

Sax DS, Clark E: Increased rate of suicide among pa-

tients with Huntington’s disease. J Neurol Neurosurg

Psychiatry, 1984, 47, 1283–1287.

102. Schwarcz R, Bennett JP Jr, Coyle JT: Inhibitors of

GABA metabolism: implications for Huntington’s dis-

ease. Ann Neurol, 1977, 2, 299–303.

103. Schwarcz R, Foster AC, French ED, Whetsell WO Jr,

Köhler C: Excitotoxic models for neurodegenerative dis-

orders. Life Sci, 1984, 35, 19–32.

104. Smith Y, Bennett BD, Bolam JP, Parent A, Sadikot AF:

Synaptic relationships between dopaminergic afferents and

cortical or thalamic input in the sensorimotor territory of the

striatum in monkey. J Comp Neurol, 1994, 344, 1–19.

105. Spina MB, Cohen G: Dopamine turnover and glutathione

oxidation: implications for Parkinson disease. Proc Natl

Acad Sci USA, 1989, 86, 1398–1400.

106. Teunissen CE, Steinbusch HW, Angevaren M, Appels M,

de Bruijn C, Prickaerts J, de Vente J: Behavioural corre-

lates of striatal glial fibrillary acidic protein in the

3-nitropropionic acid rat model: disturbed walking pattern

and spatial orientation. Neuroscience, 2001, 105, 153–167.

107. Varani K, Rigamonti D, Sipione S, Camurri A, Borea

PA, Cattabeni F, Abbracchio MP, Cattaneo E: Aberrant

amplification of A�� receptor signaling in striatal cells ex-

pressing mutant huntingtin. FASEB J, 2001, 15, 1245–1247.

108. Wang H, Lim PJ, Karbowski M, Monteiro MJ: Effects of

overexpression of huntingtin proteins on mitochondrial

integrity. Hum Mol Genet, 2009, 18, 737–752.

109. Webb M, Trzepacz PT: Huntington’s disease: correla-

tions of mental status with chorea. Biol Psychiatry, 1987,

22, 751–761.

110. Wong PT, McGeer PL, Rossor M, McGeer EG: Ornithine

aminotransferase in Huntington’s disease. Brain Res,

1982, 231, 466–471.

111. Yin HH, Knowlton BJ: The role of the basal ganglia in

habit formation.Nat Rev Neurosci, 2006, 7, 464–476.

112. Young AB, Greenamyre JT, Hollingsworth Z, Albin R,

D’Amato C, Shoulson I, Penney JB: NMDA receptor

losses in putamen from patients with Huntington’s dis-

ease. Science, 1988, 241, 981–983.

113. Zeitlin S, Liu JP, Chapman DL, Papaioannou VE, Efstra-

tiadis A: Increased apoptosis and early embryonic lethal-

ity in mice nullizygous for the Huntington’s disease gene

homologue. Nat Genet, 1995, 11, 155–163.

��������	

,�	 -�� -  ./ �� ����
�� ����# 0������	 -� - � '

14 �����������	��� 
����
�� ����� ��� ����


	1	Review Œ Huntington™s disease: pathogenesis to animal models.
	Puneet Kumar, Harikesh Kalonia, Anil Kumar
	15	Review Œ Liver X receptor (LXR) and the reproductive system Œ a potential novel target for therapeutic intervention.
	Jerzy Be³towski, Andrzej Semczuk

	28	Minireview Œ Role of endothelin-1 receptor blockers on hemodynamic parameters and oxidative stress.
	Aleksandra Piechota, Andrzej Polañczyk, Anna Gor¹ca

	35	9-Methyl-b-carboline has restorative effects 
in an animal model of Parkinson™s disease.
	Catrin Wernicke, Julian Hellmann, Barbara Ziêba, Katarzyna Kuter, Krystyna Ossowska, Monika Frenzel, Norbert A. Dencher, Hans Rommelspacher

	54	Effects of blockade of central dopamine D1 and D2 receptors on thermoregulation, metabolic rate and running performance.
	Cláudio H. Balthazar, Laura H. R. Leite, Roberta M. M. Ribeiro, Danusa D. Soares, Cândido C. Coimbra

	62	Effects of 2-chloroadenosine on cortical epileptic afterdischarges in immature rats.
	Marie Pometlová, Hana Kubová, Pavel Mareı

	68	Synthesis and pharmacological evaluation of pyrrolidin-2-one derivatives as antiarrhythmic, antihypertensive and a-adrenolytic agents.
	Katarzyna Kulig, Cindy Spieces, Jacek Sapa, Christa Caspers, Barbara Filipek, Barbara Malawska

	86	Does nebivolol influence serum concentrations 
of proinflammatory cytokines in hypertensive (SHR) and normotensive (WKY) rats?
	Dorota Górska, Micha³ Dudarewicz, El¿bieta Czarnecka, Dariusz Andrzejczak

	95	Estrogen-induced relaxation of the rat tail artery is attenuated in rats with pulmonary hypertension.
	Ivan Kociæ, Renata Szczepañska, Iga Wapniarska

	100	Effects of statins on nitric oxide/cGMP signaling in human umbilical vein endothelial cells.
	Claudia Meda, Christian Plank, Olga Mykhaylyk, Kurt Schmidt, Bernd Mayer

	113	Gastric anti-ulcerative and anti-inflammatory activity of metyrosine in rats.
	Abdulmecit Albayrak, Beyzagul Polat, Elif Cadirci, Ahmet Hacimuftuoglu, Zekai Halici, Mine Gulapoglu, Fatih Albayrak, Halis Suleyman

	120	Metabolic and monocyte-suppressing actions of fenofibrate in patients with mixed dyslipidemia and early glucose metabolism disturbances.
	Robert Krysiak, Aldona Stachura-Ku³ach, Bogus³aw Okopieñ

	131	N-acetylcysteine inhibits IL-8 and MMP-9 release and ICAM-1 expression by bronchoalveolar cells from interstitial lung disease patients.
	Dorota M. Radomska- Leœniewska, Ewa Skopiñska-Ró¿ewska, Ewa Jankowska- Steifer, Ma³gorzata Sobiecka, Anna M. Sadowska, Agata Hevelke, Jacek Malejczyk

	139	Local pulmonary opioid network in patients with lung cancer: a putative modulator of respiratory function.
	Ma³gorzata Krajnik, Michael Schäfer, Piotr Sobañski, 
Janusz Kowalewski, El¿bieta Bloch-Bogus³awska, Zbigniew Zylicz, Shaaban A. Mousa

	150	Ganoderic acid T inhibits tumor invasion in vitro and in vivo through inhibition of MMP expression.
	Nian-Hong Chen, Jian-Wen Liu, Jian-Jiang Zhong

	164	Fluvastatin increases tyrosinase synthesis induced by a-melanocyte-stimulating hormone in B16F10 melanoma cells.
	Ryszard Galus, Justyna Niderla, Dariusz „ladowski, Emir Sajjad, Krzysztof W³odarski, Jaros³aw Jó�wiak

	170	Systemic perfluorohexane attenuates lung injury induced by lipopolysaccharide in rats: the role 
of heme oxygenase-1.
	Zhi-Jun Ge, Guo-Jun Jiang, Yan-Ping Zhao, Guo-Xiang Wang, Yong-Fei Tan

	178	Strong antioxidant activity of carane derivatives.
	Tadeusz Librowski, Andrzej Moniczewski

	185	Scavenging and antioxidant potential of physiological taurine concentrations against different reactive oxygen/nitrogen species.
	Max W. S. Oliveira, Juliane B. Minotto, Marcos R. de Oliveira, Alfeu Zanotto-Filho, Guilherme A. Behr, Ricardo F. Rocha, José C. F. Moreira, Fábio Klamt

	SHORT COMMUNICATION
	194	Effect of p-isopropoxyphenylsuccinimide monohydrate on the anticonvulsant action of carbamazepine, phenobarbital, phenytoin and valproate in the mouse maximal electroshock-induced seizure model.
	Jarogniew J. £uszczki, Sergey L. Kocharov, Stanis³aw J. Czuczwar
	207	Note to Contributors




	
	content

	cont
	contents_3'2005
	contents

