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Abstract
Positron emission tomography (PET) is a relatively non-invasive imaging test that is able to detect
abnormalities in different organs based on derangements in the chemical functions and/or receptor
expression at the cellular level. PET imaging of the brain has been shown to be a powerful diagnostic
tool for detecting neurochemical abnormalities associated with various neurologic disorders as well
as to study normal brain development. Although its use in detecting neurological abnormalities has
been well described in adults and pediatrics, it application in the newborn nursery has not been
explored adequately. Early detection of brain injury secondary to intrauterine and perinatal insults
using PET imaging can provide new insight in prognosis and in instituting early therapy. In this
review, the authors describe applications of PET imaging in the newborn nursery specifically related
to the detection of metabolic changes seen in hypoxic ischemic encephalopathy, neonatal seizures
and neuroinflammation in the neonatal period.

Introduction
Positron emission tomography (PET) is a diagnostic imaging tool that can detect and map
abnormalities in various organs related to glucose metabolism, blood flow, receptor binding,
oxygen utilization, protein synthesis, neurotransmitter synthesis, release and transport. This is
achieved using compounds labeled with positron emitting isotopes generated by a cyclotron;
the radiotracers are injected intravenously and their distribution and fate are detected by a
positron camera. Current state-of-the-art PET scanners have a spatial resolution of
approximately 3 mm. PET imaging, when combined with magnetic resonance imaging (MRI)
or computed tomography (CT), allow anatomical co-registration of the functional PET images
to provide unique details about changes at the cellular level in different regions of the brain.
Since PET imaging has been applied extensively in adult and pediatric patients, most clinical
PET scanners have been designed for use in older patients and have relatively large fields-of-
view.
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Recently, a new generation of microPET scanners has been designed for imaging of small
animals in the laboratory setting and these provide superior spatial resolution compared to
clinical scanners. These microPET scanners have the advantage of being portable and can be
taken to the newborn nursery for scanning the infant. One of these new devices, the Focus 220
microPET scanner (Concorde Microsystems, Knoxville, TN) when appropriately modified for
use in humans, has a patient opening of 22 cm and an axial field-of-view of 8 cm that can
accommodate infants weighing <15 kg [FIG 1]. This scanner has a high spatial resolution of
<2mm full-width-at-half-maximum. The patient can be monitored throughout the period of the
scan and can be maintained on all infusions. Most neonatal PET scans would take about 1 hour
to be completed.

Cerebral glucose metabolism in the developing brain
PET imaging with the tracer 2-deoxy-2-[18F]fluoro-D-glucose (FDG) has provided crucial
information regarding the functional maturation of the human brain. Correlations between
regional cerebral glucose utilization and behavioral maturation, synaptogenesis and plasticity
have provided information about normal and abnormal brain development. The pattern of brain
glucose metabolism appears to be related to postconceptional age and undergoes marked
changes in the first year of life 1-4. The highest rates of glucose metabolism in the newborn
brain are seen in the primary sensory and motor cortex, thalamus, brain stem and vermis,
hippocampus/amygdala and occasionally the basal ganglia with very low activity noted in the
remaining cerebral cortex [FIG 2]. This corresponds to the development phase in the neonate
with predominance of intrinsic brainstem reflexes and limited visuomotor integration. The
prominence of glucose metabolic activity in the hippocampus/amygdala seen in newborns
suggests that these limbic structures are functionally active. It has been hypothesized that early
activity in these structures may be related to bonding and early attachment 5. During infancy,
glucose metabolism patterns proceed in a phylogenetic order with functional maturation of
older anatomic structures occurring first followed by the newer structures. Increased glucose
metabolism is observed in the parietal, temporal and primary visual cortical regions, basal
ganglia and cerebellar hemispheres by 2-3 months postnatal age. This coincides with the
reorganization of primitive neonatal reflexes, improved visuospatial and visuosensorimotor
integrative functions and increased cortical maturation of electroencephalographic activity 2,
3. By about 6-8 months of age, the lateral and inferior portions of the frontal cortex become
more functionally active followed by the dorsal and medial frontal regions, coinciding with
the development of higher cortical and cognitive maturation. This period corresponds with an
expansion of dendritic fields and an increase in capillary density in the frontal cortex. Adult
patterns of glucose utilization are achieved by about 1 year of age. These regional variations
in glucose metabolism help explain the pattern of injury (e.g., from hypoxia-ischemia) at
different postnatal ages, where areas of higher metabolic demands have a greater propensity
for injury or greater selective vulnerability 2,3.

PET Imaging for Neonatal Seizures
Seizures in the newborn are the most common clinical manifestation of neurologic insults
sustained during the perinatal or neonatal period. They may be triggered by perinatal hypoxia-
ischemia, metabolic disturbances, intracerebral bleeds, infections, stroke, trauma and maternal
drug abuse. Neonatal seizures are a risk factor for refractory epilepsy during childhood 6-8.
Moreover, seizures may impair normal brain development contributing to an adverse
neurologic outcome 9. Hence, early diagnosis and aggressive treatment to obtain seizure control
is necessary for normal cognitive development. Although MRI remains the imaging modality
of choice in determining the etiology of seizures, PET imaging may assist in identifying the
epileptic focus and areas of cerebral dysgenesis in newborns with refractory epilepsy where
subtle structural abnormalities may not be optimally visualized on MRI because of the
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relatively high water content in the newborn brain. The most common tracers used in the
imaging of epilepsy for clinical purposes are FDG and [11C]-flumazenil followed by alpha-
[11C]methyl-L-tryptophan (AMT) 10, but a large number of other PET ligands have been
applied in the research setting to better understand the basic mechanisms of epilepsy.

FDG PET scans can detect areas of hypometabolism consistent with epileptogenic foci even
in patients with normal MRI scans 11,12. The tracer [11C]-flumazenil binds to GABAA receptors
and has been shown to improve localization of epileptic foci in select groups of patients with
intractable epilepsy especially when FDG PET shows large areas of glucose hypometabolism
13-15. In addition, [11C]-flumazenil PET is very sensitive in detecting mesial temporal sclerosis.
Recent studies have shown that AMT PET can pinpoint epileptic foci in children with cortical
developmental malformations and cortical dysplasia 16. Abnormalities in metabolic function
and/or neuroreceptor expression determined by PET imaging, when correlated with
electrophysiological data, help in accurate localization of epileptogenic foci for presurgical
evaluation of these patients 17. Another condition where FDG PET studies have been helpful
is in West Syndrome which is an age-specific debilitating seizure disorder beginning in early
infancy and is characterized by uncontrolled seizures (infantile spasms), hypsarrhythmia on
EEG and developmental delay. FDG PET studies have shown that many of these children have
focal cortical dysplasias indicated by severe hypometabolism. These areas of cortical
dysplasias can trigger the brainstem resulting in activation of the striatum, subsequently leading
to multifocal discharges on EEG and symmetric spasms. Surgical resection of the focal cortical
dysplasia results in alleviation of the seizures 18.

In the neonate, when seizures are poorly controlled and no obvious etiology for the seizures is
apparent, the most likely causes are malformation of cortical development or an inborn error
of metabolism. In this setting, if the MRI scan is normal, PET scanning with FDG may be very
helpful in depicting an epileptic focus [FIG 3]. However, if a diffuse pattern of abnormality is
shown on the PET scan, a metabolic disorder would be more likely.

PET imaging in cerebral palsy
Cerebral palsy is a broad term encompassing a group of non-progressive disorders of posture
and motor impairment including spasticity, movement disorders, muscle weakness, ataxia, and
rigidity that occurs with damage to the developing brain 19. Clinical evidence indicates that
the presence of periventricular leukomalacia (PVL) is one of the most identifiable risk factors
for developing cerebral palsy 20. MRI has been widely used as the neuroimaging tool of choice
in detecting brain lesions in the neonatal period and children with CP. Although MRI has been
used to reveal macrostructural brain abnormalities such as periventricular leukomalacia,
ventricular enlargement, porencephalic cysts and cerebral atrophy 21-23, conventional MRI is
unable to detect micropathology in patients with CP 24,25. Indeed, conventional MRI was
unable to detect any structural abnormalities in 17% of patients with CP 26. Functional imaging
techniques such as PET imaging may be helpful in detecting metabolic abnormalities, changes
in regional blood flow and in receptor expression at much earlier stage, before the development
of structural and morphological abnormalities 12,27-29. Abnormalities in glucose metabolism
that extend beyond the site of the structural lesion may help determine the actual extent of
injury [FIG 4].

The clinical phenotype of CP which later emerges may be predicted in the newborn by the
patterns of hypometabolism noted on FDG PET scan. Bilateral thalamic hypometabolism
(particularly in the lateral thalamic nuclei) predicts the spastic diplegic type of CP. In such
patients, the cerebral cortex may appear normal or may show focal areas of hypometabolism
without any apparent structural abnormalities on the MRI. The topography of these focal
cortical areas of hypometabolism correlate with specific cognitive deficits and are likely to be
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due to an interruption of thalamocortical projections resulting from the injury 30. This
interpretation was later supported by volumetric MRI studies demonstrating regional cortical
volume loss in such patients 31.

Newborns that show a predominantly unilateral pattern of hypometabolism on FDG PET are
likely to develop the infantile hemiplegic type of CP 30. Most of these patients have had their
injury in utero in the third trimester, often the result of various coagulopathies. Unlike adult
patients who have suffered a unilateral cerebral cortical injury, these newborns do not typically
show crossed cerebellarhypometabolism (diaschisis), presumably because of reorganization
of corticopontocerebellar tracts.

Transient hypermetabolism followed by severe hypometabolism in the basal ganglia and
thalamus appears to be related to the development of dystonic/choreoathetoid CP 32. It has
been hypothesized that this transient hypermetabolism in the basal ganglia may be related to
a transient increase in vascularity in that region or increased energy demand of cells that are
attempting to reinstate their ionic balance following perinatal asphyxial injury, which is usually
an acute total injury from insults such as placental abruption or uterine rupture. Late secondary
processes such as delayed excitotoxicity may lead to neuronal loss resulting in the severe
hypometabolism seen at an older age.

With partial prolonged hypoxic-ischemic brain injury in the perinatal period, the clinical type
of CP is usually a spastic quadriplegia which, on MRI, is seen as multifocal cystic
encephalomalacia and on FDG PET as multifocal hypometabolism. In the most severe cases,
glucose metabolic activity remains only in the basal ganglia, brainstem and cerebellum30. The
relative preservation of glucose metabolism in the cerebellum in the absence of activity in
supratentorial structures may be due to the fact that cell division in cerebellum occurs until the
second postnatal year.

One of the advantages of PET technology is that it may be used to image and measure a wide
variety of chemical processes other than glucose metabolism. In our laboratory, PET imaging
of GABAA receptor binding using 11C-flumazenil is frequently applied in the localization of
epileptic foci during evaluation for epilepsy surgery. Since GABAergic signaling appears to
play an important role in the integration of sensory and motor cortical impulses and dissociation
between the sensory and motor inputs, a disruption of this process may at least partially account
for the motor dysfunction in CP patients 33,34. Differences in regional GABAA receptor binding
on PET imaging with [11C]-flumazenil characterized by increased binding in the motor and
visual cortices, and decreased binding in the brainstem were noted in patients with spastic
cerebral palsy when compared to normal controls34. Under normal circumstances, a significant
change in GABAA receptor binding and subunit expression occurs with increase in postnatal
age. Indeed, we have shown that there is a postnatal decline of GABAA receptor binding in
most brain regions and the adult levels are reached at about age 18 to 24 years 35. A better
understanding of the normal distribution of GABAA receptor binding and expression in the
neonate will be helpful in elucidating the pathophysiology of neurodevelopmental disorders
where GABAergic mechanisms may play a key role. This would also help in modifying
pharmacological therapy to specifically target these mechanisms at various stages of
development.

Imaging of neuroinflammation in Cerebral Palsy
In recent years a number of in vitro and in vivo studies have implicated a neuroinflammatory
response characterized by activated microglial cells in the development of PVL and CP
36-40.Microglia constitute about 10% to 12% of the total cells of the brain and are located
predominantly in the grey matter, including the hippocampus, olfactory telencephalon, basal
ganglia, and substantianiagra in the normal adult brain 41,42. In the developing brain, microglia
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are present in the white matter tracts from late second trimester until term, decreasing in density
in the postnatal period and eventually migrating to the cortex to assume their typical ramified
form 43. In the healthy brain, microglia interact with other cortical elements such as astrocytes,
neurons, and blood vessels, thereby monitoring neuronal well-being. The resident microglia
in adults are characterized by ramified morphology and are highly dynamic structures sensing
subtle changes in the microenvironment with their motile processes and protrusions 41,42,44.
On activation after an injury, microglia undergo a pronounced change in morphology from
ramified to an amoeboid structure. Activated microglia secrete proinflammatory mediators
such as prostaglandins, tumor necrosis factor-α, interleukin-1β, chemokines, reactive oxygen
species, nitric oxide, and anti-inflammatory substances such as interleukin10 and neurotrophic
factors41.

Haynes et al. (2003) have shown the increased presence of activated microglia diffusely
throughout the white matter in autopsy specimens of patients with PVL indicating that activated
microglia are involved in causing white matter damage by oxidative and nitrosative stress45.
Activated microglial cells may induce oligodendrocyte injury by releasing oxidative and
nitrosative products39, excitotoxic metabolites such as glutamate and quinolinic acid, that may
cause glutamate receptor, or NMDA receptor mediated injury to oligodendrocytes 46,and by
producing a variety of pro-inflammatory cytokines many of which are cytotoxic47. The low
resistance of oligodendrocytes to oxidative stress, presence of calcium permeable glutamate
receptors and presence of NMDA receptors in their myelinating processes make them highly
susceptible to injury 48,49.

An accumulating body of evidence suggests that in addition to hypoxic/ischemic injury,
intrauterine infection or inflammation plays a central role in the etiology of PVL and CP
50-52. Pro-inflammatory cytokines such as IL-1β have been shown to induce microglial
activation in vitro53. Lipopolysaccharide treatment results in oligodendrocyte damage only in
the presence of microglial cells supporting the role of microglial cell activation in white matter
injury 54. The fetal inflammatory response after intra-uterine infection/inflammation may lead
to activation and recruitment of microglial cells present in the white matter regions of the fetal
brain, subsequently resulting in widespread production of pro-inflammatory mediators and
leading to the death of surrounding oligodendrocytes and, hence, white matter injury38.

Activated microglial cells express peripheral benzodiazepine binding sites or receptors (PBR)
which are multimeric protein complexes comprised of three subunits 55. These receptors are
most commonly located in the outer mitochondrial membrane of activated microglia in the
brain and have been used as a sensitive marker to visualize and measure glial cell activation
associated with various neuroinflammatory disorders 56-57. Though the exact function of the
peripheral benzodiazepine receptor has not been clearly elucidated, it appears to be involved
with physiologic processes such as cell proliferation, apoptosis, steroidogenesis and
immunomodulation59. The normal healthy brain does not express peripheral benzodiazepine
binding sites except in areas such as the choroid plexus, ependymal layer and perivascular cells
56. The activation of microglial cells is typically localized to the site of the injured neuron with
extension along the anterograde or retrograde axonal pathway. This characteristic response
helps localize the site and distribution of injury accurately when imaging of activated microglia
is performed in order to provide information about the temporal and spatial progression of
various neuroinflammatory disorders. Isoquinolineligands such as PK11195 (1-[2-
chlorophenyl]-N-methyl-N-[1-methyl-propyl]-3-isoquinoline carboxamide) bind the 18kDA
subunit of the peripheral benzodiazepine binding site that are expressed on activated microglial
cells 59. When labeled with carbon-11, PK 11195 can be effectively used as a ligand for PET
studies, indicating the presence of activated microglia in acute inflammatory and
neurodegenerative disorders 56-58.
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Animal studies in our laboratory have demonstrated an increase in the retention of [11C]
PK11195 indicating specific binding of the tracer to peripheral benzodiazepine receptors in
activated microglial cells in the newborn rabbit brain exposed to endotoxin in utero. [FIG 5]
Our results show that this is not only confirmed by histology but is also associated with
neurobehavioral changes, neuronal cell death and loss of myelin in these animals 60,38. These
results indicate that detection of activated microglial cells may be used as an effective tool to
determine the presence of a neuroinflammatory response in the neonatal brain following a
perinatal insult, resulting in PVL. Thus, PET imaging with [11C] PK11195 may be an effective
tool in the early detection of PVL in the neonate before structural changes occur. Moreover,
the longitudinal assessment of [11C] PK11195 binding kinetics can be used as an effective tool
in following the evolution of microglial activation in PVL and to determine the optimal time
period for institution of therapy and follow response to treatment.

Ethical considerations in PET imaging in neonates
The greatest impediment in the widespread use of PET imaging in the neonatal period has been
due to concerns regarding radiation exposure. Although large radiation exposures in the
neonatal period is a matter for concern, most PETscans in neonates could be accomplished
using effective doses approximately equal to the yearly background radiation exposure, and
doses that are typically less than the exposure of a clinical CT scan of the head.CT scans
currently result in an effective dose of around 30-90 mSv (3.0-9.0 rem) per scan to the organ
scanned61. Exposure to these doses in the newborn period is associated with a 0.04-0.06%
lifetime attributable risk of radiation associated cancer61. A substantial decrease in the risk
occurs with a decrease in the dose used. With PET scans, the typical neonatal doses would be
around 5mSv which is 6-18 times less than that reported with CT scans. Given the very serious
debilitating consequences from perinatal brain injury, PET scanning for early detection of
neurochemical changes in the neonate may potentially have a high benefit to risk ratio.

Conclusions and Future Directions
Early detection of the presence of cellular abnormalities in the brain using a noninvasive
technique such as PET imaging could potentially provide great benefit in directing relevant
supportive therapies and follow up for these patients. For example, based on changes in
metabolism or receptor expression, specific pharmacological interventions may be attempted.
The presence of neuroinflammation as determined by [11C] PK11195 uptake in the early
neonatal period may help identify patients who may benefit from therapy with anti-
inflammatory agents. Similarly, abnormalities in tryptophan metabolism detected by PET
imaging may be treated by inhibiting kynurenine pathway enzymes. Response to treatment
with hypothermia in hypoxic ischemic injury may be determined by evaluating patterns of
glucose metabolism or GABAA receptor binding and expression following therapy. Hence,
judicious use of PET scanning in the neonatal period may help in the development of early
therapeutic interventions and their response can be monitored non-invasively.
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Figure 1. Focus 220 microPET scanner in the nursery
This scanner provides higher spatial resolution for imaging infants <15kg. The scanner has
more than 24,000 individual LSO detectors. In order to assure safety and comfort of the infants
during the PET scan, the infant is bundled with blankets and the bundled infant is then fastened
to the bed with velcro straps.
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Figure 2. Cerebral glucose metabolism during infancy
Panel A represents PET images of glucose metabolism using 2-deoxy-2[18F] fluoro-D-glucose
(FDG) in a term newborn infant at postnatal day 4 of age. Panel B represents images of glucose
uptake in a 12 month old infant. Increased glucose uptake is noted in the primary sensory- and
motor cortex, thalamus, basal ganglia and brainstem with decreased activity in the cerebral
cortex in the newborn.

Kannan and Chugani Page 11

Semin Perinatol. Author manuscript; available in PMC 2011 February 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Figure 3. FDG PET scan in 8 day old term infant with seizures during the scan
Ictal PET images in a term neonate with intractable seizures show activation of the left frontal
cortex (arrows). The image on the right is a representative PET image that has been co-
registered with the patient's MRI. This shows that the left thalamus and parahippocampal
regions are involved in the propagation without any obvious structural abnormalities seen on
MRI.
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Figure 4. Glucose metabolism in a 6 week old premature neonate born at 28 weeks with grade III
left -intraventricular hemorrhage (IVH)
FDG PET images at 34 weeks post-conceptional age in a neonate born at 28 weeks gestation
with grade III left IVH demonstrates not only a dilated left lateral ventricle (arrow in top panel)
indicative of structural changes, but also widespread metabolic changes in the left hemisphere
indicated by hypometabolism of the left frontal, parietal and superior temporal cortex (arrows
in top panel), as well as left basal ganglia and thalamus (arrows in middle panel). R and L
indicate right and left side of the brain respectively.
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Figure 5. [11C]PK11195 uptake in postnatal day 1 neonatal rabbit brain
PET imaging of [11C]PK11195 uptake in a neonatal rabbit brain is compared between the 1st

10 minutes (0-10 mins) to the last 10 minutes (50-60 mins) of the scan. Endotoxin kits that
were born to dams exposed to 20ug/kg of endotoxin in utero showed an increase in tracer uptake
over time while control kits born to dams that were injected saline in utero showed a decrease
in tracer uptake over time. This indicates specific binding of the tracer to activated microglial
cells in the brain of endotoxin kits.
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