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Abstract
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Neurodegeneration with brain iron accumulation (NBIA) describes a group of progressive
neurodegenerative disorders characterised by high brain iron and the presence of axonal spheroids,
usually limited to the central nervous system. Mutations in the PANK2 gene account for the majority
of NBIA cases and cause an autosomal recessive inborn error of coenzyme A metabolism called
pantothenate kinase associated neurodegeneration (PKAN). More recently, it was found that
mutations in the PLA2G6 gene cause both infantile neuroaxonal dystrophy (INAD) and, more rarely,
an atypical neuroaxonal dystrophy that overlaps clinically with other forms of NBIA. High brain iron
is also present in a portion of these cases. Clinical assessment, neuroimaging, and molecular genetic
testing all play a role in guiding the diagnostic evaluation and treatment of NBIA.
Neurodegeneration with brain iron accumulation (NBIA) encompasses a group of progressive
extrapyramidal disorders characterised by iron accumulation in the brain.1 The term NBIA,
now widely used in the medical literature, is sufficiently broad to encompass the spectrum of
disorders previously called Hallervorden-Spatz syndrome as well as additional disorders of
high brain iron (fig 1). The eponym for this group of disorders acknowledged the work of
neuropathologists Julius Hallervorden and Hugo Spatz; however, their unethical activities
during the second world war lead to calls to discredit them.2 The term NBIA is now favoured
as an overarching term for the growing number of disorders contained therein.3
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The major form of NBIA is pantothenate kinase associated neurodegeneration, or PKAN,
caused by mutations in the PANK2 gene.4 PKAN accounts for approximately 50% of cases of
NBIA.1 Aceruloplasminaemia, caused by mutations in the CP gene, and neuroferritinopathy,
caused by mutations in the FTL gene, appear to affect specific populations that make up a small
portion of NBIA.5 6 These disorders of iron metabolism will not be discussed in detail in this
review. Recently, it was found that both infantile neuroaxonal dystrophy (INAD) and atypical
neuroaxonal dystrophy (NAD) are caused by mutations in the gene PLA2G6 and also exhibit
high brain iron in about half of cases.7 8 The pattern of iron accumulation and presence of
axonal spheroids in infantile and atypical NAD are consistent with other forms of NBIA and
have led us to propose inclusion of PLA2G6 related disorders in this category.8 There remains
a group of patients with idiopathic NBIA that is likely caused by other genes. The identification
of major causative genes has helped to refine the phenotypes of disorders contained under the
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NBIA umbrella and provide clinicians with a more systematic approach to diagnosing and
treating these complicated cases.
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CLINICAL FEATURES
Pantothenate kinase associated neurodegeneration
The majority of PKAN cases are classic and therefore relatively homogeneous.1 Atypical
PKAN comprises a spectrum with greater variability in both age at onset and symptoms. Classic
PKAN is characterised by early onset, usually before 6 years of age, and rapid progression. In
atypical disease the average age of onset is 13-14 years, based on patient registry data, and
progression is slower. Although age of onset does appear to be correlated with the rate of
progression, we are aware of some cases in which onset occurred during the early teens with
rapid progression and death before the second decade. Conversely, there are adults with
confirmed PKAN living into their 30s to 50s who had onset before age 10. Therefore, an
individual’s rate of progression in the immediate years following onset may also provide
valuable information about the long term disease course.
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In classic PKAN, affected children often are considered clumsy before onset of frank
symptoms, with impaired gait due to dystonia as a common presentation. Primary clinical
features include dystonia, dysarthria, and rigidity. Corticospinal tract involvement leads to
spasticity, hyperreflexia, and extensor toe signs. Affected children usually lose the ability to
ambulate by 10-15 years after disease onset. Patients tend to experience episodes of rapid
decline interspersed with longer periods of relative stability. Infection or other causes of
catabolic stress do not seem to precipitate periods of decline. Some children have
developmental delay, which is primarily motor but sometimes global. Attention deficit
hyperactivity disorder (ADHD) is commonly diagnosed before recognition of PKAN as the
underlying disease. In the later stages of disease, patients frequently require tube feeding due
to dysphagia. Gastro-oesophageal reflux and constipation can become chronic problems during
later disease. Death typically occurs from secondary complications, including aspiration
pneumonia and malnutrition. More rarely, patients have died during uncontrollable episodes
of status dystonicus. Since the discovery of PANK2, it has been established that the association
of hyperprebetalipoproteinaemia, acanthocytes, and retinitis pigmentosa (HARP) is within the
PKAN spectrum.9 Acanthocytes may be observed in other cases of PKAN as well.10 11
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In atypical PKAN, speech difficulty is a frequent presenting sign.1 Other presenting symptoms
include mild gait abnormalities and prominent psychiatric symptoms, including depression,
emotional lability, impulsivity, obsessive compulsive disorder, and violent outbursts.12-14
Tourettism, including both verbal and motor tics, has also been observed in the early stages of
atypical PKAN. Motor involvement is generally less severe than in classic disease and has a
slower rate of progression with loss of ambulation occurring within 15-40 years of onset.
In PKAN the ophthalmological phenotype has been well characterised. Pigmentary retinal
degeneration has long been recognised as a prominent symptom in patients with early onset
NBIA.15-18 In a study of 66 individuals with classic PKAN, 68% had clinical or
electroretinographic evidence of retinopathy, while it was less frequent in atypical patients.1
In a more recent study of 16 PKAN patients who covered the spectrum from classic to atypical
disease, only four showed pigmentary retinopathy, but 11 had abnormal electroretinography.
Ocular motility studies showed hypometric and slowed saccadic pursuits in all patients. Eight
of 10 patients who had neuro-ophthalmologic exams had sluggish pupillary reactions with
sectoral iris paralysis and patchy loss of the pupillary ruff, similar to bilateral Adie’s pupils.
19
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Historically, NBIA has been associated with intellectual impairments.15 20 In a related study
of the same 16 patients with PKAN, we found varied cognitive and adaptive behaviour
phenotypes.21 Estimates of general cognitive functioning, using either the Wechsler
Abbreviated Scale of Intelligence or the Leiter International Performance Scale-Revised,
indicated global intellectual functioning ranging from high average to notably below average.
For either test, significant negative correlations were detected when IQ score was compared
against a global disease severity score, meaning those most severely affected with PKAN
scored the lowest.21
Infantile and atypical neuroaxonal dystrophy
Since the causative gene was discovered in 2006, the phenotypic range for INAD and atypical
NAD has become more clear. The majority of cases have infantile onset; a paucity of cases
show later childhood onset with slower progression and a more varied phenotype. In INAD,
onset usually occurs before 2 years and psychomotor regression is the most frequent
presentation. Ataxia or gait instability are also frequent in early disease. Optic atrophy occurs
in the majority of affected individuals with onset during infancy to early childhood.22 23
Nystagmus and strabismus are also common.23
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The predominant neurological features follow a pattern previously described that begins with
early truncal hypotonia, followed by the development of tetraparesis that is usually spastic but
can be areflexic.22 24 The majority of patients will have evidence of denervation on
electromyelogram (EMG) and nerve conduction velocity may also be decreased.22 24 Fast
rhythms on electroencephalogram (EEG) occur frequently in individuals with other major
findings of infantile NAD.25 26 Generalised seizures are reported in a portion of cases and can
have onset as late as the teen years.8 22 Death is thought to occur during the first decade,
although our patient registry data suggest that some individuals may now be living into their
teen years or early 20s.
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The phenotype for atypical NAD will continue to be better characterised with the advent of
molecular diagnostic testing. We previously described six cases in our patient registry found
to be PLA2G6 mutation positive with a phenotype that differed significantly from the infantile
cases.8 Onset occurred later (average 4.4 years, range 1.5-6.5 years), but the presenting signs
of ataxia and gait instability were still most frequent. However, speech delay and diminished
social interaction were also present in some cases, and one individual maintained a diagnosis
of autism for several years before onset of gait instability at age 8. Optic atrophy, nystagmus,
tetraparesis, and seizures occurred similarly to infantile cases. Truncal hypotonia, strabismus,
and fast rhythms were absent in all six patients, although these findings are present in the
majority of infantile cases.8 Reminiscent of PKAN and idiopathic NBIA, the atypical NAD
cohort had progressive dystonia and dysarthria and neurobehavioural disturbances with
impulsivity, poor attention span, and emotional lability. The condition previously described as
Karak syndrome27 has been shown to also be caused by mutations in PLA2G6 and falls into
the spectrum of atypical NAD.7
Recently, Paisan-Ruiz and colleagues described two inbred families with dystoniaparkinsonism found by whole genome genotyping methods to have homozygous mutations
PLA2G6.28 The affected individuals described had later onset (second to third decade) with
rapid decline and several symptoms described in atypical NAD, including gait abnormalities,
dystonia, dysarthria, and psychiatric disturbances. Their radiographic findings are significantly
different, however, and the three individuals described had initial dramatic responses to
levodopa. The findings in these two families broaden the phenotype included in atypical NAD,
but the frequency of this subtype is not yet known.
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Idiopathic neurodegeneration with brain iron accumulation
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Before the discovery of the PANK2 gene, mutated in PKAN, the heterogeneous population of
patients with neurodegeneration and brain iron accumulation was diagnosed with
Hallervorden-Spatz syndrome. In the past 7 years, progress has been made in stratifying this
group according to gene mutations and phenotype. However, there remains a large population
of idiopathic cases likely caused by as yet undiscovered genes. These cases of NBIA are
phenotypically heterogeneous and lack specific clinical findings to help subcategorise them to
guide additional linkage studies. For some, homozygosity mapping using single nucleotide
polymorphism (SNP) microarrays may be possible.
In our patient registry, we have identified one group of seven patients with a distinctive
phenotype. These individuals were reported to have global developmental delay during infancy
or early childhood, often described later as frank mental retardation, which remained static for
at least two decades. Then, during their late 20s to early 30s, they developed parkinsonism.
For most, magnetic resonance imaging (MRI) was ordered following onset of the movement
disorder and a diagnosis of NBIA was eventually made. Thereafter, progression has been rapid
with symptoms including dystonia, dysarthria, spastic paraparesis, and loss of ambulation.
Unlike most NBIA patients, some of these individuals have responded well to levodopa
therapy. Unfortunately, the size of this cohort has limited attempts to identify a causative gene
through linkage analysis.
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The phenotypic spectrum of idiopathic NBIA is broad, although some findings remain
consistent. Progressive dystonia, rigidity, and dysarthria are observed in most cases, and optic
nerve pallor or atrophy are common.15 Developmental delay or cognitive impairment is
described more frequently in this group than in PKAN, according to registry data. Age of onset
and progression vary widely. For example, our patient registry contains individuals with onset
of dystonia and optic atrophy during infancy, rapid progression, and death during the first or
second decade. In contrast, others have onset in the third to fifth decades with slow progression.
In one case, a patient with onset at 51 years is now in her mid 50s and has parkinsonism and
mild dystonia, but remains ambulatory. Still others have onset during childhood with a
protracted course. The amount of variation seen in this group strongly suggests that two or
more additional genes remain to be found.

NEUROIMAGING
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MRI has been particularly useful in distinguishing the forms of NBIA and guiding clinicians
towards appropriate molecular diagnostic testing. Brain MRI is a standard component of the
diagnostic evaluation for this group of disorders. Newer neuroimaging technologies, such as
magnetic resonance spectroscopy (MRS), may also prove useful, but their utility has not yet
been established.
By definition, patients with NBIA have abnormal iron accumulation in the basal ganglia. This
is usually appreciated as hypointense lesions in the globus pallidus and substantia nigra pars
reticulata on T2 weighted images (fig 2).29-32 On T1weighted images, these regions are
isointense, which can help distinguish them from calcium deposits or other changes. In
idiopathic NBIA, iron accumulation is sometimes also observed in the red nucleus, dentate
nucleus, putamen, or caudate. Once the diagnosis of NBIA has been made, the clinical benefit
of repeat MR imaging over time is limited.
In PKAN, a central region of hyperintensity in the globus pallidus with surrounding
hypointensity on T2 weighted images is virtually pathognomonic for this subset of disease (fig
2). To date our research group has found an absolute correlation between this pattern, called
an eye-of-the-tiger sign, and the presence of mutations in PANK2.1 The hyperintense central
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region indicates a primary tissue insult leading to necrosis or oedema, while the surrounding
hypointense region represents high iron. In presymptomatic patients, the hyperintense lesions
predominate; with disease progression, hypointensities appear and eventually dominate.33 The
eye-of-the-tiger sign is highly specific to PKAN and is not observed in INAD or idiopathic
NBIA, although similar changes may rarely be seen in neuroferritinopathy.34
In INAD, iron mainly accumulates in the globus pallidus, when present (fig 3).8 23 34 35 In
cases of atypical NAD, abnormal iron accumulation is also observed in the substantia nigra.
8 Kurian and colleagues were able to collect longitudinal imaging data sufficient to assess the
substantia nigra in 10 classic INAD patients and found that a portion of them also had iron
accumulation in this region that did not become appreciable until later in disease course.23 In
cases to date, the patterns of high brain iron are indistinguishable from those of other idiopathic
NBIAs.8 34 Cerebellar atrophy has been well documented in INAD and can often be detected
by 2 years of age (fig 3).8 23 35-40 Increased signal in the cerebellar cortex on T2 weighted
images is often associated with cerebellar atrophy.37 39-41 Low signal in the globus pallidus
on T2 weighted images, indicating iron accumulation, may be present in as many as half of
INAD cases.8 23 In the two dystonia-parkinsonism families with PLA2G6 mutations, neither
iron accumulation nor cerebellar atrophy were present. Generalised cerebral atrophy was
reported in two individuals, one of whom also had frontal white signal changes.28
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NEUROPATHOLOGY
Since the recognition of PKAN and NAD as genetically homogeneous diseases, it has become
possible to delineate neuropathologic findings among subtypes of NBIA. For clinicians, the
most useful diagnostic pathologic findings are the presence and distribution of axonal
spheroids. Axonal spheroids are posited to represent swollen or distended axons, possibly
secondary to defects in axonal transport or membrane integrity.7 They are observed in a number
of other neurodegenerative disorders and in normal aging brains. Long before the PLA2G6
gene was associated with INAD, peripheral nerve spheroids were known to be specific to this
disease and served as a highly useful diagnostic finding.22 Central nervous system (CNS)
spheroids are also seen in INAD, and spheroids are limited to the CNS in PKAN and other
idiopathic NBIA.22 42 They are abundant in regions of abnormal iron accumulation but are
also present in other areas.43
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Iron accumulates abnormally in brain regions that are typically iron-rich in PKAN, idiopathic
NBIA, and at least half of INAD and atypical NAD cases. On gross sectioning, the globus
pallidus and sometimes the reticular zone of the substantia nigra show rust-brown
pigmentation, mainly composed of iron.44 Routine iron stains, such as Perl’s Prussian blue
staining, detect the metal mainly in the microglia and macrophages. Scattered neurons are
reactive, and iron is also detected extracellularly, particularly concentrated around blood
vessels.
Numerous papers on NBIA report the presence of Lewy bodies and neurofibrillary tangles with
accumulations of tau and α-synuclein.45-53 Based on clinical and radiographic information
available, none of these cases were likely to have been PKAN. Brain tissue from a patient with
mutation positive atypical NAD who died during early adulthood had similar findings.8
Classical Lewy bodies accompanied by synuclein positive dystrophic neurites and spheroids
were present in the substantia nigra pars compacta and cortical region. Neurofibrillary tangles
were present in cortical neurons. These findings are highly unusual in young individuals and
suggest that patients with NBIA may share a final pathway in disease pathogenesis that also
plays a role in common neurodegenerative disorders, including Alzheimer’s disease and
Parkinson’s disease.
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GENETICS
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PKAN is an autosomal recessive inborn error of coenzyme A (CoA) metabolism, caused by
mutations in PANK2, the gene encoding pantothenate kinase 2.4 Pantothenate kinase 2 is a key
regulatory enzyme in the biosynthesis of CoA, critical to energy metabolism, fatty acid
synthesis and degradation, and neurotransmitter and glutathione metabolism, among others. It
is thought to act as a sensor of palmitoylcarnitine in the mitochondria, thereby upregulating
CoA biosynthesis as the mitochondria demand more co-factor for β-oxidation.54 In humans,
three additional genes encode related proteins, based on homology studies, and are designated
PANK1,4 55 PANK3, and PANK4.4 In contrast to other pantothenate kinases, only PANK2 is
targeted to mitochondria.56 57
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The PANK2 gene encodes a 1.85 kb transcript that is derived from seven exons spanning just
over 35 kb of genomic DNA. 5′ RACE and EST data provide evidence for at least five initiating
exons, but only exon 1C has an open reading frame with potential initiation codons that splice
in-frame to exon 2.4 Deleterious mutations have been found in all seven exons of the gene;
several splice site mutations have also been identified (PANK2 International Mutation
Database). Two common mutations account for about one third of disease alleles. The most
frequent is 1231G>A, which accounts for 25% of disease alleles. 1253C>T accounts for an
additional 8%, and the majority of the remaining abnormal alleles are private to individual
families.1 Mutations in PANK2 are found by sequencing in approximately 97% of all clinically
diagnosed PKAN cases with an eye-of-the-tiger sign (S Richards, personal communication,
2008). In about 10% of cases, only one mutation is identified by current methodology.
Preliminary studies suggest that up to 25% of previously unidentified alleles are either deletions
or duplications that will be detectable by a separate assay.58 59
Genotype-phenotype correlation in PKAN is limited, although some general conclusions can
be drawn. Null mutations lead to early onset, rapidly progressive PKAN. Later onset disease
with protracted progression usually occurs in patients with mutations predicted to preserve
partial enzyme function, often missense mutations. Patients homozygous for the common
1231G>A mutation have classic disease.1 Hong et al mapped deleterious PANK2 mutations
onto the PANK3 structure to correlate locations of missense mutations with their biochemical
and disease phenotypes. Based on these results, they suggested that mutations in the ATP
binding site, dimer interface, and protein interior compromise the protein’s stability and
enzyme activity and are mostly associated with classic PKAN, while surface mutations appear
to be catalytically active with mild instability and are associated with a milder phenotype.60
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INAD and atypical NAD are autosomal recessive disorders caused by mutations in PLA2G6,
which encodes iPLA2-VIa, a calcium independent phospholipase.7 Phospholipase A2 enzymes
catalyse the hydrolysis of glycerophospholipids, generating a free fatty acid (usually
arachidonic acid) and a lysophospholipid. The iPLA2 enzymes are critical in cell membrane
homeostasis, which may underlie the axonal pathology observed in PLA2G6 associated
disease.61
The PLA2G6 gene has 17 exons that are alternatively spliced to create transcripts encoding
several isoforms.62 The original report of disease causing mutations in PLA2G6 described 44
unique mutations, including 32 missense, five deletions leading to a frameshift, three nonsense,
two leading to amino acid deletions without a frameshift, one slice site, and one large deletion.
7 We have since reported additional mutations in similar frequencies in a slightly larger cohort.
8 Most mutations appear to be private, although a few have been observed in multiple families
of similar ethnicity. Gene sequencing is estimated to detect approximately 85% of mutations.
Similar to PANK2, large deletions or duplications are suspected to account for an additional
portion of mutations unidentifiable by sequencing.59 In general, mutations predicted to lead
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to absent protein are associated with early onset, rapidly progressive INAD. Compound
heterozygous missense mutations correlate with the atypical NAD phenotype, suggesting
residual protein function.8 The two dystonia-parkinsonism families described have novel
homozygous missense mutations, and different mutations to the same amino acid have been
described in INAD for one family.28

DIAGNOSIS
Determining whether a patient has NBIA and diagnosing a specific subtype can be challenging.
Diagnosis may take several years, while the phenotype and radiographic changes evolve. In
most cases, brain MRI serves as a highly sensitive clinical tool.
The presentation of INAD is significantly different from other NBIA. In the early stages, when
regression, truncal hypotonia, and progression may be the only features, a number of diagnoses
must be considered. Most patients undergo extensive work-ups during this phase, which often
include an MRI. If cerebellar atrophy is detected during infancy or childhood, this narrows the
differential diagnosis and suggests INAD. Cerebellar atrophy can be detected as early as 6
months of age in INAD.63 The combination of cerebellar atrophy with iron accumulation in
the globus pallidus is highly specific for INAD.8
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Historically, diagnosis of INAD has required histopathological evidence of peripheral nerve
axonal spheroids. Since the discovery of PLA2G6 mutations as being causative of INAD, it
has become clear that some individuals with gene mutations do not have evidence of spheroids
and some individuals with spheroids do not have gene mutations identified by sequencing
PLA2G6. However, the majority of individuals with a strong INAD phenotype will have
mutations and evidence for spheroids.7 For this reason, we recommend that molecular testing
precede and in most cases replace invasive nerve biopsies (fig 4). For those cases in which
molecular analysis is negative despite a strong phenotype, nerve biopsy will continue to play
an important role. In these instances, electron microscopy should be used to assess for axonal
spheroids.
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PKAN, atypical NAD, and idiopathic NBIA have similar presentations and will be most readily
distinguished by MRI. The eye-of-the-tiger sign is highly correlated with the presence of a
PANK2 mutation in both classic and atypical disease.1 In patients with an eye-of-the-tiger sign,
molecular analysis should be ordered to confirm the diagnosis (fig 5). Individuals with uniform
hypointensity in the globus pallidus, typical signs of NBIA, should also have PANK2 molecular
analysis to rule out PKAN, since there is some suggestion that the eye-of-the-tiger sign may
diminish or disappear over time.1 64 65 The presence of cerebellar atrophy, cerebellar
hyperintensity, or other features of atypical NAD, such as spasticity, nystagmus, speech delay
or autistic features, would indicate molecular analysis for PLA2G6.

DISEASE PATHOGENESIS
The tissue specific clinical features of PKAN and INAD are unexpected in light of the broad
cellular processes that are predicted to be impaired. Both PANK2 and PLA2G6 genes are
ubiquitously expressed, and their protein products play roles in basic cellular functions:
phospholipid remodelling and fatty acid metabolism.4 62 Despite this, disease manifestations
are tissue limited. Perhaps the vulnerability of the basal ganglia and other tissues is from their
high metabolic demands and exposure to oxidative stressors, including normally high iron in
basal ganglia, and light in retina.
In PKAN, PANK2 mutations are predicted to lead to mitochondrial CoA deficiency and thereby
hinder β-oxidation of fatty acids. The resulting oxidative stress may be compounded by
accumulation of cysteine, a substrate in CoA biosynthesis.56 Excess cysteine undergoes rapid
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auto-oxidation in the presence of free iron, generating free radicals and causing further
oxidative stress.
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In INAD, defects in iPLA2-VIA are predicted to disrupt membrane homeostasis. iPLA2 is
required for phospholipid remodelling, which is essential for maintenance and repair of cellular
membranes.66 In response to stress, iPLA2-VIA also promotes apoptosis.67 Therefore,
PLA2G6 mutation may prevent normal repair of cellular membranes and cellular response to
oxidative stress, leading to pathological changes.
The intersection of these pathways highlights phospholipid and fatty acid metabolism as the
central processes underlying NBIA pathogenesis. We hypothesise that lipid dyshomeostasis
leads to mitochondrial dysfunction, impaired response to stress, and subsequent
neurodegeneration in affected tissues.

TREATMENT
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Pharmacologic and surgical interventions are aimed at palliation of symptoms. For many of
the interventions that offer improvement of clinical symptoms, the period of benefit is limited.
Given these limitations, frequent contact with patients and periodic treatment adjustments help
to maintain as high a quality of life as possible. Baclofen and trihexyphenidyl remain the most
effective drugs for disabling dystonia and spasticity. As a rule, patients with PKAN do not
benefit from L-dopa. Patients with non-PKAN NBIA and parkinsonism will sometimes
respond to L-dopa, particularly the rare cases with early developmental delay and adult onset
dystonia. Botulinum toxin may be helpful for many patients, especially those whose quality
of life is improved by treating a limited body region. For example, injections in the facial or
orobucculingual muscles can greatly improve speech and eating abilities.
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When oral baclofen is no longer able to control the movement disorder adequately, placement
of an intrathecal baclofen pump may be considered. The risks associated with a baclofen pump,
including the need to refill the pump periodically and the potential for programming errors,
often make it a treatment that is elected only after other options have been exhausted. Deep
brain stimulation (DBS) is also an option for relieving some symptoms. Anecdotal cases
suggest that the benefit from these more invasive treatments is relatively short lived, but they
may provide relief to patients experiencing extreme dystonia and spasticity. A report of six
PKAN patients by Castelnau et al68 suggests that DBS may hold more promise than previously
recognised, although the longest follow-up time was 42 months. An international study of DBS
outcomes in PKAN is currently underway to assess the effects of DBS and the most effective
stimulator settings for this group (L Timmerman, personal communication, 2008). For those
who decide to undergo DBS, the chance for a good outcome will be increased by working with
an experienced DBS team that specialises in this procedure. Recently, interest in chelating
agents has also been revived, although benefits have not yet been documented and systemic
anaemia remains a risk. A trial using deferriprone in PKAN patients is currently underway in
Italy (N Nardocci, personal communication, 2008).

CONCLUSIONS
The prior discovery of the PANK2 gene and the more recent discovery of pathogenic mutations
in PLA2G6 provide a framework for considering the common pathways that may underlie
NBIA, including lipid and energy metabolism and oxidative stress. Careful clinical assessment
with neuroimaging will help guide clinicians towards appropriate molecular genetic testing
and treatments. Active exploration of novel therapeutics is underway with an initial goal of
slowing progression in these relentless disorders.

J Med Genet. Author manuscript; available in PMC 2009 April 30.

Gregory et al.

Page 9

Acknowledgements
NIH-PA Author Manuscript

Funding: This research was supported in part by the NBIA Disorders Association, Association Internationale De
Dystrophie Neuro Axonale Infantile, NORD, and NIH grants R01EY12353, R01HD050832, and M01RR000334.

REFERENCES

NIH-PA Author Manuscript
NIH-PA Author Manuscript

1. Hayflick SJ, Westaway SK, Levinson B, Zhou B, Johnson MA, Ching KH, Gitschier J. Genetic,
clinical, and radiographic delineation of Hallervorden-Spatz syndrome. N Engl J Med 2003;348:33–
40. [PubMed: 12510040]
2. Hallervorden J, Spatz H. Eigenartige Erkrankung im extrapyramidalen System mit besonderer
Beteiligung des Globus pallidus und der Substantia nigra. Z Ges Neurol Psychiatr 1922;79:254–302.
3. Shevell M. Racial hygiene, active euthanasia, and Julius Hallervorden. Neurology 1992;42:2214–9.
[PubMed: 1436542]see comments
4. Zhou B, Westaway SK, Levinson B, Johnson MA, Gitschier J, Hayflick SJ. A novel pantothenate
kinase gene (PANK2) is defective in Hallervorden-Spatz syndrome. Nat Genet 2001;28:345–9.
[PubMed: 11479594]
5. Harris ZL, Takahashi Y, Miyajima H, Serizawa M, MacGillivray RT, Gitlin JD. Aceruloplasminemia:
molecular characterization of this disorder of iron metabolism. Proc Natl Acad Sci USA
1995;92:2539–43. [PubMed: 7708681]
6. Curtis AR, Fey C, Morris CM, Bindoff LA, Ince PG, Chinnery PF, Coulthard A, Jackson MJ, Jackson
AP, McHale DP, Hay D, Barker WA, Markham AF, Bates D, Curtis A, Burn J. Mutation in the gene
encoding ferritin light polypeptide causes dominant adult-onset basal ganglia disease. Nat Genet
2001;28:350–4. [PubMed: 11438811]
7. Morgan NV, Westaway SK, Morton JE, Gregory A, Gissen P, Sonek S, Cangul H, Coryell J, Canham
N, Nardocci N, Zorzi G, Pasha S, Rodriguez D, Desguerre I, Mubaidin A, Bertini E, Trembath RC,
Simonati A, Schanen C, Johnson CA, Levinson B, Woods CG, Wilmot B, Kramer P, Gitschier J,
Maher ER, Hayflick SJ. PLA2G6, encoding a phospholipase A(2), is mutated in neurodegenerative
disorders with high brain iron. Nat Genet 2006;38:752–4. [PubMed: 16783378]
8. Gregory A, Westaway SK, Holm IE, Kotzbauer PT, Hogarth P, Sonek S, Coryell JC, Nguyen TM,
Nardocci N, Zorzi G, Rodriguez D, Desguerre I, Bertini E, Simonati A, Levinson B, Dias C, Barbot
C, Carrilho I, Santos M, Malik I, Gitschier J, Hayflick SJ. Neurodegeneration associated with genetic
defects in phospholipase A2. Neurology 2008;71:1042–9.
9. Ching KH, Westaway SK, Gitschier J, Higgins JJ, Hayflick SJ. HARP syndrome is allelic with
pantothenate kinase-associated neurodegeneration. Neurology 2002;58:1673–4. [PubMed: 12058097]
10. Malandrini A, Cesaretti S, Mulinari M, Palmeri S, Fabrizi GM, Villanova M, Parrotta E, Montagnani
A, Montagnani M, Anichini M, Guazzi GC. Acanthocytosis, retinitis pigmentosa, pallidal
degeneration. Report of two cases without serum lipid abnormalities. J Neurol Sci 1996;140:129–
31. [PubMed: 8866438]
11. Muthane UB, Shetty R, Panda K, Yasha TC, Jayakumar PN, Taly AB. Hallervordern Spatz disease
and acanthocytes. Neurology 1999;53:32A.
12. Morphy MA, Feldman JA, Kilburn G. Hallervorden-Spatz disease in a psychiatric setting. J Clin
Psychiatry 1989;50:66–8. [PubMed: 2914882]
13. Szanto J, Gallyas F. A study of iron metabolism in neuropsychiatric patients. Hallervorden-Spatz
disease. Arch Neurol 1966;14:438–42. [PubMed: 5948398]
14. Williamson K, Sima AA, Curry B, Ludwin SK. Neuroaxonal dystrophy in young adults: a
clinicopathological study of two unrelated cases. Ann Neurol 1982;11:335–43. [PubMed: 7103414]
15. Dooling EC, Schoene WC, Richardson EP Jr. Hallervorden-Spatz syndrome. Arch Neurol
1974;30:70–83. [PubMed: 4808495]
16. Luckenbach MW, Green WR, Miller NR, Moser HW, Clark AW, Tennekoon G. Ocular
clinicopathologic correlation of Hallervorden-Spatz syndrome with acanthocytosis and pigmentary
retinopathy. Am J Ophthalmol 1983;95:369–82. [PubMed: 6829683]
17. Newell FW, Johnson ROd, Huttenlocher PR. Pigmentary degeneration of the retina in the
Hallervorden-Spatz syndrome. Am J Ophthalmol 1979;88(3 Pt 1):467–71. [PubMed: 573556]

J Med Genet. Author manuscript; available in PMC 2009 April 30.

Gregory et al.

Page 10

NIH-PA Author Manuscript
NIH-PA Author Manuscript
NIH-PA Author Manuscript

18. Roth AM, Hepler RS, Mukoyama M, Cancilla PA, Foos RY. Pigmentary retinal dystrophy in
Hallervorden-Spatz disease: clinicopathological report of a case. Survey of Ophthalmology
1971;16:24–35.
19. Egan RA, Weleber RG, Hogarth P, Gregory A, Coryell J, Westaway SK, Gitschier J, Das S, Hayflick
SJ. Neuro-ophthalmologic and electroretinographic findings in pantothenate kinase-associated
neurodegeneration (formerly Hallervorden-Spatz syndrome). Am J Ophthalmol 2005;140:267–74.
[PubMed: 16023068]
20. Swaiman KF. Hallervorden-Spatz syndrome and brain iron metabolism. Arch Neurol 1991;48:1285–
93. [PubMed: 1845035]
21. Freeman K, Gregory A, Turner A, Blasco P, Hogarth P, Hayflick S. Intellectual and adaptive
behaviour functioning in pantothenate kinase-associated neurodegeneration. J Intellect Disabil Res
2007;51(Pt 6):417–26. [PubMed: 17493025]
22. Aicardi J, Castelein P. Infantile neuroaxonal dystrophy. Brain 1979;102:727–48. [PubMed: 509195]
23. Kurian MA, Morgan NV, MacPherson L, Foster K, Peake D, Gupta R, Philip SG, Hendriksz C,
Morton JE, Kingston HM, Rosser EM, Wassmer E, Gissen P, Maher ER. Phenotypic spectrum of
neurodegeneration associated with mutations in the PLA2G6 gene (PLAN). Neurology
2008;70:1623–9. [PubMed: 18443314]
24. Nardocci N, Zorzi G, Farina L, Binelli S, Scaioli W, Ciano C, Verga L, Angelini L, Savoiardo M,
Bugiani O. Infantile neuroaxonal dystrophy: clinical spectrum and diagnostic criteria. Neurology
1999;52:1472–8. [PubMed: 10227637]
25. Radermecker J, Martin JJ. Infantile neuro-axonal dystrophy and Hallervorden-Spatz disease. Electroclinical and anatomo-pathological and differential diagnostic aspects. Bull Acad R Med Belg
1972;12:459–502. [PubMed: 4662801]
26. Ferriss GS, Happel LT, Duncan MC. Cerebral cortical isolation in infantile neuroaxonal dystrophy.
Electroencephalogr Clin Neurophysiol 1977;43:168–82. [PubMed: 69528]
27. Mubaidin A, Roberts E, Hampshire D, Dehyyat M, Shurbaji A, Mubaidien M, Jamil A, Al-Din A,
Kurdi A, Woods CG. Karak syndrome: a novel degenerative disorder of the basal ganglia and
cerebellum. J Med Genet 2003;40:543–6. [PubMed: 12843330]
28. Paisan-Ruiz C, Bhatia KP, Li A, Hernandez D, Davis M, Wood NW, Hardy J, Houlden H, Singleton
A, Schneider SA. Characterization of PLA2G6 as a locus for dystonia-parkinsonism. Ann Neurol.
June 20;2008 Epub ahead of print
29. Drayer BP, Burger P, Hurwitz B, Dawson D, Cain J, Leong J, Herfkens R, Johnson GA. Magnetic
resonance imaging in multiple sclerosis: decreased signal in thalamus and putamen. Ann Neurol
1987;22:546–50. [PubMed: 3435073]
30. Mutoh K, Okuno T, Ito M, Nakano S, Mikawa H, Fujisawa I, Asato R. MR imaging of a group I case
of Hallervorden-Spatz disease. J Comput Assist Tomogr 1988;12:851–3. [PubMed: 3170846]
31. Sethi KD, Adams RJ, Loring DW, el Gammal T. Hallervorden-Spatz syndrome: clinical and magnetic
resonance imaging correlations. Ann Neurol 1988;24:692–4. [PubMed: 3202617]
32. Tanfani G, Mascalchi M, Dal Pozzo GC, Taverni N, Saia A, Trevisan C. MR imaging in a case of
Hallervorden-Spatz disease. J Comput Assist Tomogr 1987;11:1057–8. [PubMed: 3680689]
33. Hayflick SJ, Penzien JM, Michl W, Sharif UM, Rosman NP, Wheeler PG. Cranial MRI changes may
precede symptoms in Hallervorden-Spatz syndrome. Pediatr Neurol 2001;25:166–9. [PubMed:
11551748]
34. McNeill A, Birchall D, Hayflick SJ, Gregory A, Schenk JF, Zimmerman EA, Shang H, Miyajima H,
Chinnery PF. T2* and FSE MRI distinguishes four subtypes of neurodegeneration with brain iron
accumulation. Neurology 2008;70:1614–9. [PubMed: 18443312]
35. Farina L, Nardocci N, Bruzzone MG, D’Incerti L, Zorzi G, Verga L, Morbin M, Savoiardo M. Infantile
neuroaxonal dystrophy: neuroradiological studies in 11 patients. Neuroradiology 1999;41:376–80.
[PubMed: 10379598]
36. Ramaekers VT, Lake BD, Harding B, Boyd S, Harden A, Brett EM, Wilson J. Diagnostic difficulties
in infantile neuroaxonal dystrophy. A clinicopathological study of eight cases. Neuropediatrics
1987;18:170–5. [PubMed: 3683759]
37. Barlow JK, Sims KB, Kolodny EH. Early cerebellar degeneration in twins with infantile neuroaxonal
dystrophy. Ann Neurol 1989;25:413–5. [PubMed: 2540694]

J Med Genet. Author manuscript; available in PMC 2009 April 30.

Gregory et al.

Page 11

NIH-PA Author Manuscript
NIH-PA Author Manuscript
NIH-PA Author Manuscript

38. Ito M, Okuno T, Asato R, Mutoh K, Nakano S, Kataoka K, Fujii T, Mikawa H, Saida K. MRI in
infantile neuroaxonal dystrophy. Pediatr Neurol 1989;5:245–8. [PubMed: 2803380]
39. Tanabe Y, Iai M, Ishii M, Tamai K, Maemoto T, Ooe K, Takashima S. The use of magnetic resonance
imaging in diagnosing infantile neuroaxonal dystrophy. Neurology 1993;43:110–3. [PubMed:
8423872]
40. Uggetti C, Egitto MG, Fazzi E, Bianchi PE, Zappoli F, Martelli A, Lanzi G. Transsynaptic
degeneration of lateral geniculate bodies in blind children: in vivo MR demonstration. AJNR Am J
Neuroradiol 1997;18:233–8. [PubMed: 9111657]
41. Ishii M, Tanabe Y, Goto M, Sugita K. MRI as an aid for diagnosis of infantile neuroaxonal dystrophy.
No To Hattatsu 1992;24:491–3. [PubMed: 1389334]
42. Jellinger, K. Neuroaxonal dystrophy: its natural history and related disorders. In: Zimmerman, HM.,
editor. Progress in neuropathology. Vol. 2. Grune & Stratton; New York and London: 1973. p. 129-80.
43. Koeppen AH, Dickson AC. Iron in the Hallervorden-Spatz syndrome. Pediatr Neurol 2001;25:148–
55. [PubMed: 11551745]
44. Hallervorden J. Uber eine familiare Erkrankung im extrapyramidalen System. Dtsch Z Nervenheilkd
1924;(81):204–210.
45. Arawaka S, Saito Y, Murayama S, Mori H. Lewy body in neurodegeneration with brain iron
accumulation type 1 is immunoreactive for alpha-synuclein. Neurology 1998;51:887–9. [PubMed:
9748051]
46. Galvin JE, Giasson B, Hurtig HI, Lee VM, Trojanowski JQ. Neurodegeneration with brain iron
accumulation, type 1 is characterized by alpha-, beta-, and gamma-synuclein neuropathology. Am J
Pathol 2000;157:361–8. [PubMed: 10934140]
47. Neumann M, Adler S, Schluter O, Kremmer E, Benecke R, Kretzschmar HA. Alpha-synuclein
accumulation in a case of neurodegeneration with brain iron accumulation type 1 (NBIA-1, formerly
Hallervorden-Spatz syndrome) with widespread cortical and brainstem-type Lewy bodies. Acta
Neuropathol (Berl) 2000;100:568–74. [PubMed: 11045680]
48. Newell KL, Boyer P, Gomez-Tortosa E, Hobbs W, Hedley-Whyte ET, Vonsattel JP, Hyman BT.
Alpha-synuclein immunoreactivity is present in axonal swellings in neuroaxonal dystrophy and acute
traumatic brain injury. J Neuropathol Exp Neurol 1999;58:1263–8. [PubMed: 10604751]
49. Odawara T, Iseki E, Yagishita S, Amano N, Kosaka K, Hasegawa K, Matsuda Y, Kowa H. An
autopsied case of juvenile parkinsonism and dementia, with a widespread occurrence of Lewy bodies
and spheroids. Clinical Neuropathology 1992;11:131–4. [PubMed: 1319291]
50. Saito Y, Kawai M, Inoue K, Sasaki R, Arai H, Nanba E, Kuzuhara S, Ihara Y, Kanazawa I, Murayama
S. Widespread expression of alpha-synuclein and tau immunoreactivity in Hallervorden-Spatz
syndrome with protracted clinical course. J Neurol Sci 2000;177:48–59. [PubMed: 10967182]
51. Sugiyama H, Hainfellner JA, Schmid-Siegel B, Budka H. Neuroaxonal dystrophy combined with
diffuse Lewy body disease in a young adult. Clin Neuropathol 1993;12:147–52. [PubMed: 8391956]
52. Tuite PJ, Provias JP, Lang AE. Atypical dopa responsive parkinsonism in a patient with
megalencephaly, midbrain Lewy body disease, and some pathological features of Hallervorden-Spatz
disease. J Neurol Neurosurg Psychiatry 1996;61:523–7. [PubMed: 8937352]
53. Wakabayashi K, Yoshimoto M, Fukushima T, Koide R, Horikawa Y, Morita T, Takahashi H.
Widespread occurrence of alpha-synuclein/NACP-immunoreactive neuronal inclusions in juvenile
and adult-onset Hallervorden-Spatz disease with Lewy bodies. Neuropathol Appl Neurobiol
1999;25:363–8. [PubMed: 10564525]
54. Leonardi R, Rock CO, Jackowski S, Zhang YM. Activation of human mitochondrial pantothenate
kinase 2 by palmitoylcarnitine. Proc Natl Acad Sci USA 2007;104:1494–9. [PubMed: 17242360]
55. Karim MA, Valentine VA, Jackowski S. Human pantothenate kinase 1 (PANK1) gene:
characterization of the cDNAs, structural organization and mapping of the locus to chromosome
10q23.2-23.31. Am J Hum Genet 2000;67:A984.
56. Johnson MA, Kuo YM, Westaway SK, Parker SM, Ching KH, Gitschier J, Hayflick SJ. Mitochondrial
localization of human PANK2 and hypotheses of secondary iron accumulation in pantothenate
kinase-associated neurodegeneration. Ann N Y Acad Sci 2004;1012:282–98. [PubMed: 15105273]

J Med Genet. Author manuscript; available in PMC 2009 April 30.

Gregory et al.

Page 12

NIH-PA Author Manuscript
NIH-PA Author Manuscript

57. Hortnagel K, Prokisch H, Meitinger T. An isoform of hPANK2, deficient in pantothenate kinaseassociated neurodegeneration, localizes to mitochondria. Hum Mol Genet 2003;12:321–7. [PubMed:
12554685]
58. Hartig MB, Hortnagel K, Garavaglia B, Zorzi G, Kmiec T, Klopstock T, Rostasy K, Svetel M, Kostic
VS, Schuelke M, Botz E, Weindl A, Novakovic I, Nardocci N, Prokisch H, Meitinger T. Genotypic
and phenotypic spectrum of PANK2 mutations in patients with neurodegeneration with brain iron
accumulation. Ann Neurol 2006;59:248–56. [PubMed: 16437574]
59. Haverfield, EV.; Dempsey, MA.; Gregory, A.; Westaway, SK.; Hayflick, SJ.; Das, S. Intragenic
deletion and duplication analysis of the PANK2 and PLA2G6 genes in patients with NBIA; ACMG
Annual Clinical Genetics Meeting; Phoenix, Arizona, USA. 2008;
60. Hong BS, Senisterra G, Rabeh WM, Vedadi M, Leonardi R, Zhang YM, Rock CO, Jackowski S, Park
HW. Crystal structures of human pantothenate kinases. Insights into allosteric regulation and
mutations linked to a neurodegeneration disorder. J Biol Chem 2007;282:27984–93. [PubMed:
17631502]
61. Baburina I, Jackowski S. Cellular responses to excess phospholipid. J Biol Chem 1999;274:9400–8.
[PubMed: 10092620]
62. Larsson PK, Claesson HE, Kennedy BP. Multiple splice variants of the human calcium-independent
phospholipase A2 and their effect on enzyme activity. J Biol Chem 1998;273:207–14. [PubMed:
9417066]
63. Jellinger K, Seitelberger F, Rosenkranz W. Infantile neuroaxonal dystrophy. Early form with
preferential cerebellar involvement. Acta Neuropathol (Berl) 1968;10:123–31. [PubMed: 5707963]
64. Baumeister FA, Auer DP, Hortnagel K, Freisinger P, Meitinger T. The eye-of-the-tiger sign is not a
reliable disease marker for Hallervorden-Spatz syndrome. Neuropediatrics 2005;36:221–2.
[PubMed: 15944911]
65. Gallucci M, Cardona F, Arachi M, Splendiani A, Bozzao A, Passariello R. Follow-up MR studies in
Hallervorden-Spatz disease. J Comput Assist Tomogr 1990;14:118–20. [PubMed: 2298974]
66. Lands WE. Metabolism of glycerolipids. 2. The enzymatic acylation of lysolecithin. J Biol Chem
1960;235:2233–7. [PubMed: 14413818]
67. Perez R, Melero R, Balboa MA, Balsinde J. Role of group VIA calcium-independent phospholipase
A2 in arachidonic acid release, phospholipid fatty acid incorporation, and apoptosis in U937 cells
responding to hydrogen peroxide. J Biol Chem 2004;279:40385–91. [PubMed: 15252038]
68. Castelnau P, Cif L, Valente EM, Vayssiere N, Hemm S, Gannau A, Digiorgio A, Coubes P. Pallidal
stimulation improves pantothenate kinase-associated neurodegeneration. Ann Neurol 2005;57:738–
41. [PubMed: 15852393]

NIH-PA Author Manuscript
J Med Genet. Author manuscript; available in PMC 2009 April 30.

Gregory et al.

Page 13

NIH-PA Author Manuscript
Figure 1.

Categorisation of neurodegeneration with brain iron accumulation (NBIA) subtypes and
causative genes. INAD, infantile neuroaxonal dystrophy; NAD, neuroaxonal dystrophy;
PKAN, pantothenate kinase associated neurodegeneration.
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Figure 2.
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Patterns of iron accumulation on T2 weighted magnetic resonance imaging (MRI) of the brain.
The image on the left is from a normal patient. The centre image from a patient with idiopathic
neurodegeneration with brain iron accumulation (NBIA) (PANK2 mutation negative) has a
region of hypointensity (arrow) seen in the medial globus pallidus. The right image from a
patient with mutation positive pantothenate kinase associated neurodegeneration (PKAN)
shows an eye-of-the-tiger sign with hypointensity (thick arrow) with a central region of
hyperintensity (thin arrow) in the medial globus pallidus.
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Figure 3.

Magnetic resonance imaging (MRI) findings associated with infantile and atypical neuroaxonal
dystrophy. The image on the left shows a region of hypointensity (arrow) in the medial globus
pallidus from a patient with PLA2G6 mutation positive infantile neuroaxonal dystrophy. The
image on the right shows cerebellar atrophy (arrow) in the same patient. These findings appear
similarly in patients with the infantile and atypical forms of disease.
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Figure 4.

Diagnostic pathway for infantile neuroaxonal dystrophy (INAD). MRI, magnetic resonance
imaging.
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Figure 5.

Diagnostic pathway for neurodegeneration with brain iron accumulation (NBIA). MRI,
magnetic resonance imaging; NAD, neuroaxonal dystrophy; PKAN, pantothenate kinase
associated neurodegeneration.
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