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Abstract
Neurophysiological studies of the brain in normal and Parkinson’s disease (PD) patients have indicated intricate connections for basal
ganglia-induced control of signaling into the motor cortex. To investigate if similar mechanisms are controlling function in the primate brain
(Macaca fascicularis) after MPTP-induced neurotoxicity, we conducted PET studies of cerebral blood flow, oxygen and glucose metabolism, dopamine transporter, and D2 receptor function. Our observations after MPTP-induced dopamine terminal degeneration of the
caudate and putamen revealed increased blood flow (15%) in the globus pallidus (GP), while blood flow was moderately decreased
(15–25%) in the caudate, putamen, and thalamus and 40 % in the primary motor cortex (PMC). Oxygen extraction fraction was moderately
increased (10 –20%) in other brain areas but the thalamus, where no change was observable. Oxygen metabolism was increased in the GP
and SMA (supplementary motor area including premotor cortex, Fig. 3) by a range of 20 – 40% and decreased in the putamen and caudate
and in the PMC. Glucose metabolism was decreased in the caudate, putamen, thalamus, and PMC (range 35–50%) and enhanced in the GP
by 15%. No change was observed in the SMA. In the parkinsonian primate, [11C]CFT (2␤-carbomethoxy-3␤-(4-fluorophenyltropane)
dopamine transporter binding was significantly decreased in the putamen and caudate (range 60 – 65%). [11C]Raclopride binding of
dopamine D2 receptors did not show any significant changes. These experimental results obtained in primate studies of striato-thalamocortico circuitry show a similar trend as hypothetized in Parkinson’s disease-type degeneration.
© 2003 Elsevier Inc. All rights reserved.
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Introduction
Parkinson’s disease (PD) is characterized neuropathologically by a severe depletion of DA neurons and an
associated loss of axons and terminals in the basal ganglia
(Kish et al., 1988). Diagnosis is based on clinical signs of

* Corresponding author. Department of Radiology, Massachusetts
General Hospital, Bartlett Hall 504R, Boston, MA 02114. Fax: ⫹1-617726-5123.
E-mail address: abrownell@partners.org (A.L. Brownell).
1053-8119/$ – see front matter © 2003 Elsevier Inc. All rights reserved.
doi:10.1016/S1053-8119(03)00348-3

tremor, rigidity, bradykinesia, and postural instability
(Marsden, 1992).
Hypotheses of the etiology of PD focus on the potential
contribution of environmental toxins (exogenous and/or endogenous) and their interactions with genetic components
(Checkoway and Nelson, 1999; Gorrell et al., 1996; Mizuno
et al., 1999; Schapira, 1996). Cell death introduced by
toxins may trigger a cascade of biological processes with an
endpoint of continuous degeneration (Brownell et al., 1998,
1999; Schmidt and Ferger, 2001). These biological processes affect primarily the dopaminergic system in the basal
ganglia and the neural network of the motor system (Alex-
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ander et al., 1986, 1990; Wichman and DeLong, 1996;
DeLong and Wichman, 2001).
MPTP (1-methyl-4-phenyl-1,2,5,6-tetrahydropyridine)
neurotoxicity has long been used as a model for Parkinson’s
disease because it induces dopaminergic cell death in the
substantia nigra pars compacta and striatal dopaminergic
degeneration (Palombo et al., 1991; Schmidt and Ferger,
2001). MPTP-induced dopaminergic degeneration causes
decreases in the binding of presynaptic dopamine transporters and reduces locomotor activity (Hantraye et al., 1992;
Wullner et al., 1994).
A number of in vivo imaging studies in PD patients have
shown regional differences in glucose metabolism and
blood flow (Brooks, 2001; Eidelberg et al., 1995b; Fukuda
et al., 2001; Markus et al., 1995). These studies show that
glucose utilization and cerebral blood flow reductions in the
brain correlate with the severity of the disease (Berding et
al., 2001; Eberling et al., 1994; Eidelberg et al., 1995a;
Moeller and Eidelberg, 1997; Imon et al., 1999). Antonini et
al. (1998) have even proposed that studies of glucose metabolism can be used for differential diagnosis of PD.
There is, however, great variability in the reports of
absolute values of local metabolic functions (Antonini et al.,
1995; Bohnen et al., 1999; Eberling et al., 1994). This may
originate from methodological differences during imaging
studies, variability in the resolution of the imaging devices
and, finally, differences in the selection of regions of interest, as well as level of degenerative process. Eidelberg et al.
(1996) and Brooks (2001) have used a statistical parametric
mapping technique with normalized values to evaluate metabolic changes in different brain areas in PD patients before
and after therapeutic regimen. Autoradiographic studies in
awake primates (Palombo et al., 1990; Porrino et al., 1987)
have shown significant local changes in glucose utilization
in basal ganglia, cerebral cortex, and cerebellum after an
unilateral intracarotid administration of MPTP.
Based on neurophysiological experiments five different
loops have been characterized to control signaling between
the basal ganglia and the cortex (Alexander et al., 1990). In
PD, the most sensitive loop is between the putamen, globus
pallidus, thalamus, and cortex. The motor loop links the
supplementary motor area (SMA) to the primary motor
cortex, dorsal putamen, pallidum and ventrolateral thalamus, while the dorsolateral prefrontal cortex loop links
dorsal caudate and ventroanterior thalamus (Isacson et al.,
2001). Studies in PD patients have postulated that the nigrostriatal DA deficiency leads to decreased inhibition of
the internal segment of the globus pallidus by both direct
and indirect pathways (Alexander et al., 1990). The resulting excessive inhibitory output from the globus pallidus
suppresses the ventral thalamus, reducing activation of the
supplementary motor area and prefrontal cortex, and creates
the motor impairments characteristic of PD (Alexander,
1987; Crutcher and DeLong, 1984; Wichman and DeLong,
1996).
To investigate if similar neural circuitry-linked mecha-
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nisms are operating in primate models of parkinsonism
induced by MPTP, we conducted experimental imaging
studies before and after MPTP of cerebral blood flow, oxygen extraction fraction, oxygen and glucose metabolism,
dopamine transporters, and dopamine D2 receptors using
positron emission tomography (PET).
For data analyses, a volumetric technique was developed
to select regions of interest based both on a primate brain
atlas (Paxinos et al., 2000) and on actual MRI data. PET
data were coregistered with the complete brain volume of
MR data, and the resulting volumetric-PET data were used
for quantitative data analyses.

Methods
Procedures in primates
Five male aged monkeys (Macaca fascicularis) (age:
11–16 years) were injected with MPTP (0.3 or 0.5 mg/kg iv
weekly) until PD symptoms appeared including hypokinesia, tremor, rigidity, and bradykinesia (Wullner et al., 1994).
The total dose of the injected MPTP varied between 25 and
42 mg and the total administration time between 6 and 21
months. PET imaging studies were conducted before MPTP
administrations and 2–3 months after cessation of MPTP,
when the PD symptoms were stabilized. For the imaging
studies, primates were anesthetized using halothane (1.5%
with oxygen flow rate of 3 L/min). Arterial and venous
catheterization was done for drawing blood samples and
injecting of labeled ligands. Animals were adjusted into a
stereotactic head holder with ear bars at the origin. Interior
orbital supports ensure that images are acquired on a
pseudocoronal plane perpendicular to the orbito-meatal line.
This allows superposition of the data from MRI studies.
Level of anesthesia, blood gases, heartbeat, and vital signs
were monitored throughout the imaging procedures
(Propaq, Vital Signs Monitor, Protocol Systems. Inc., Beaverton, OR).
Imaging studies of blood flow and oxygen and glucose
metabolism were conducted in one imaging session, and
studies of dopamine transporters and D2 receptors were
conducted in another session within the time span of a week.
The MRI studies, needed for anatomical data, were conducted within a month. This short time span is necessary to
eliminate possible errors in volumetric data fusion, raised by
neurotoxicity-induced morphologic volumetric changes.
MPTP-induced changes in blood flow, oxygen, and glucose
metabolism were conducted in four primates and changes in
dopamine transporter and receptor function in five primates,
correspondingly.
Animals used in this study were maintained according to
the guidelines of the Committee on Animals of the Harvard
Medical School and Massachusetts General Hospital and of
the Guide for Care and Use of Laboratory Animals of the
Institute of the Laboratory Animal Resources, National Re-
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search Council, Department of Health, Education and Welfare, Publication No. (NIH)85-23.
Detection of locomotor activity
Spontaneous locomotor activity was monitored by an
Actiwatch system (Mini Mitter Company, Inc., Sunriver,
OR) mounted in a shirt pocket in the back of the animal
(Puyau et al., 2002). The Actiwatch reader was connected to
a computer, and data were transferred from the Actiwatch to
a computer through a wireless link. The Actiwatch allows
analyses of circadian rhythms, average activity during light
and dark, mean activity score, movement, and movementtype index. Prior to MPTP injections, there was a significant
difference between day and night time locomotor activities,
while after MPTP no activity difference was observable
(Fig. 1). Even though the Actiwatch data cannot be used to
measure clinical score of PD, it provides a useful follow-up
method to visualize daily changes in spontaneous locomotor
activity.
MR imaging
MR imaging was conducted in anesthetized primates
using the same stereotactic head frame as in the PET studies. T2-weighted images (TR ⫽ 4500, TE ⫽ 100/10 ms)
were acquired with a GE Signa 3.0 T imager in coronal
planes using continuous acquisition of 3-mm slices to obtain
anatomical information to be used in fusion with PET data
to obtain volume of interest for quantitative analyses.

PET images is 5 mm in the axial Z direction and 1.19 mm
⫻ 1.19 mm in x-y plane.
After that T2-weighted MRI data from the same subject
were loaded and converted into ANALYZE/AVW image
format. A segmentation routine in ANALYZE was used to
separate the brain from the surrounding tissue in the MRI
data. PET data were then thresholded and coregistered to its
respective MRI data using the NMI (Normalized Mutual
Information) voxel match algorithm of the ANALYZE software package and cubic spline interpolation. A resulting
transformation matrix maps the PET images onto its respective MR images, and the multimodality image registration
routine returns fused PET-MRI images. The fused PET-MR
images were then volume rendered for display (Fig. 2).
Selection of the volume of interest
Three-dimensional regions of interest were outlined on
coronal MR slices based on anatomical borderlines observed from the primate brain atlas and MR images (Fig. 3).
These regions were also computationally compared and
verified with the corresponding slices in the primate brain
atlas (Paxinos et al., 2000). The transformation matrix for
fusing the PET data to the MRI data was then reapplied to
the PET images to generate the data for three- dimensional
VOI (volume of interest) analysis. Volumetric radioactivity
concentration was calculated for each VOI, and these data
were then used for further data analyses to calculate values
for blood flow, oxygen extraction fraction and metabolism,
glucose metabolism, and binding potential for dopamine
transporters and dopamine D2 receptors.

PET imaging
PET imaging studies were conducted with an in-housebuilt single ring PET device, PCR-I (Brownell et al., 1989).
The resolution of PCR-I for a point source at the center is
4.5 mm, and the sensitivity is 46 kHz/Ci for a source of 20
cm in diameter with a concentration of 1 Ci/ml. The
overall efficiency is 64% of the theoretical maximum for a
1-cm-plane thickness corresponding to the 2-cm-high detectors. The plane thickness of 5 mm used in this study is
obtained by the use of cylindrical collimators, which limit
the effective height of the detectors. The resolving time of
PCR-I is 6 ns (FWHM). Data acquisition over the whole
brain volume with this single ring device was done with
5-mm steps starting from the cerebellar level. Imaging data
were corrected for uniformity, sensitivity, attenuation, decay, and acquisition time. PET images were reconstructed
using a Hanning filtered convolution backprojection with a
cutoff value of 1.0 (Chesler, 1973). Calibration of the
positron tomograph was performed prior to each study using
a cylindrical plastic phantom (diameter 6 cm) containing
water solution of 18F. The corrected reconstructed data set
was repacked on the Linux workstation and converted into
ANALYZE/AVW image format. The voxel size in coronal

Validation of the volumetric data analyses
To validate the three-dimensional data analyses we conducted studies with a phantom consisting of two concentric
spheres (Data Spectrum Corporation, Chapel Hill, NC). The
volume of the inner sphere was 20 ml, and the volume of the
outer sphere was 79 ml. In the first experiment the outer
sphere was filled with 18F-labeled water, and the inner
sphere was filled with water without radioactivity. The
phantom was scanned stepwise with 5-mm steps (Fig. 4). In
the second experiment the inner sphere was filled with
higher radioactivity concentration than in the outer sphere,
which had the same radioactivity concentration as in the
first experiment. Additionally, T2-weighted MR images
were done with both concentric spheres filled with water.
The data analyses were conducted in the same way as above
by drawing ROIs on MR images and then fusing PET data
with MRI data. Finally, radioactivity concentration was
determined and compared with actual measured radioactivity. For comparison, radioactivity concentration was also
calculated based on conventional 2-dimensional pixel analyses (Table 1).
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Fig. 1. Effect of MPTP-induced neurotoxicity on spontaneous locomotor activity detected by an Actiwatch before and after MPTP. Before MPTP there was
a significant difference between day and night time locomotor activity, while after MPTP no activity difference was observable.
Fig. 2. A PET study of the distribution of [11C]raclopride binding in dopamine D2 receptors after MPTP toxicity in a primate brain. PET data were fused
with volume-rendered MR images. The upper row shows coronal slices from anterior to posterior direction. Binding to D2 receptors are localized mainly in
the putamen and caudate. The middle row shows sagital slices from right to left. Slices 1–7 represent right hemisphere and slices 8 –13 left hemisphere. At
the bottom row transverse slices are shown from top to base. Volumetric distribution of radioactivity is used in selecting region (volumes) for interest used
in quantitative data analyses of receptor function.
Fig. 3. Anatomical borderlines observed from MR images were used to define the regions of interest for volumetric data analysis on the fused PET-MRI data
set. Segmented brain areas are numbered and color-coded as shown in the image. The data from the left and right hemispheres were analyzed separately.
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Fig. 4. To evaluate the accuracy of the volumetric data reconstruction a
phantom consisting of two concentric spheres was imaged by PET.
Coronal PET images were acquired with 5-mm steps and slice thickness
of 5 mm over the phantom. The middle row shows images, when the
outer sphere was filled with 18F-labeled water and the inner sphere with
water without radioactivity. The lower row shows images, when the
inner sphere was filled with the same radioactivity concentration as
above and activity concentration in the outer shell was about 44% of it.
For data analysis PET images were fused with T2-weighted MR images
and radioactivity concentrations in the inner and outer shell were
determined (Table 1) using the same volumetric data analysis as in the
experimental primate studies.

Blood flow studies
Blood flow studies were conducted using a steadystate technique based on the inhalation of C15O2 (Frackowiak et al., 1980; Jones et al., 1976; Subramanyam et
al., 1978). 15O-labeled CO2 gas mixture was delivered at
a constant concentration and flow rate (2 L/min) into the
inhalation tube. After 6 – 8 min of inhalation of C15O2 gas
mixture, a steady-state activity level was obtained in the
brain, and sequential imaging over the brain was performed starting from the cerebellar level using 5-mm
steps and an acquisition time of 60 s. During imaging, a
series of arterial blood samples were drawn to determine
blood gases and radioactivity in the plasma and whole
blood. These data are needed for calculation of the oxygen extraction level (Subramanyam et al., 1978). Radioactivity was measured in a gammacounter (Packard Cobra Auto-gamma, Downers, IL), which was crosscalibrated with the tomograph. Arterial blood and plasma
radioactivity concentrations were then computed after
corrections for dead time and decay.

Fig. 5. Coronal midbrain slices of a monkey brain illustrate the quantitative
distribution of hemodynamic, metabolic, and dopamine receptor function
before and after MPTP neurotoxicity. Studies of blood flow were conducted with a steady-state inhalation technique using a C15O2 gas mixture
(Jones, 1976). Studies of oxygen metabolism were conducted with a
steady-state inhalation technique using a 15O2 gas mixture (Jones, 1976;
Subramanyam, 1978). Studies of glucose metabolism were conducted with
[18F]FDG (2-18F-fluoro-2-deoxy-D-glucose). Studies of dopamine transporters were conducted with [11C]CFT (2␤-carbomethoxy-3␤-(4-fluorophenyltropane). Studies of dopamine D2 receptors were conducted with
[11C]raclopride.

Table 1
Radioactivity based on the volumetric data analyses compared to the measured radioactivity and the conventional 2-dimensional pixel analyses
in two concentric spheres

First experiment
Radioactivity determined on the volumetric data analyses
Measured radioactivity
Conventional 2D ROI analyses
Second experiment
Radioactivity determined on the volumetric data analyses
Measured radioactivity
Conventional 2D ROI analyses

Inner sphere (Ci/100 ml)

Outer sphere (Ci/100 ml)

86 ⫹/⫺ 7
0
110 ⫹/⫺ 12

893 ⫹/⫺ 62
869 ⫹/⫺ 11
1012 ⫹/⫺ 94

527 ⫹/⫺ 20
516 ⫹/⫺ 5
572 ⫹/⫺ 72

239 ⫹/⫺ 7
225 ⫹/⫺ 4
275 ⫹/⫺ 55
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Fig. 6. Quantitative topographic distribution (mean ⫹/⫺ SEM) of hemodynamic, metabolic, and dopamine receptor function before and after MPTP-induced
neurotoxicity in the different brain areas. All the data analyses are based on volumetric data analyses using fused PET and MR images. Significant difference
was calculated as compared to the pre-MPTP values by using Dunnett’s t test. Blood flow studies show a significant decrease in putamen, caudate, and PMC
(P ⬍ 0.01) and thalamus (P ⬍ 0.05) and an increase in GP and SMA (P ⬍ 0.05). Oxygen extraction fraction (OER) shows an overall increase with significant
change in putamen (P ⬍ 0.05). Oxygen metabolism shows a significant increase in the GP (P ⬍ 0.01) and SMA (P ⬍ 0.05) and a significant decrease in
PMC (P ⬍ 0.01) and an overall decrease in the other brain areas. Glucose metabolism shows a significant decrease in putamen, caudate, and PMC (P ⬍ 0.01)
and an overall decrease in the other brain areas but GP and SMA. Dopamine transporter binding investigated by [11C]CFT shows significant decrease in
putamen, caudate, and thalamus (P ⬍ 0.01) and SMA and PMC (P ⬍ 0.05). Dopamine D2 receptor binding investigated by [11C]raclopride does not show
any significant changes.

Studies of oxygen extraction fraction and metabolism
After the blood flow study, the inhalation gas mixture
was switched to 15O2. In 10 –12 min a steady-state activity level was obtained in the brain based on stabilized
oxygen metabolism and blood flow (Jones et al., 1976;
Subramanyam et al., 1978). A similar sequential imaging
over the whole brain was performed as above. During
imaging arterial blood was drawn to determine blood
gases, hematocrite, hemoglobin, and radioactivity levels
in the plasma and whole blood. These data are necessary
to calculate the oxygen extraction fraction (Jones, 1976;

Subramanyam et al., 1978). Regional cerebral oxygen
metabolism can be calculated when blood flow, oxygen
extraction fraction, blood gases, and hemoglobin are
known (Subramanyam et al., 1978). Finally, values of
oxygen metabolic rate were converted to molar units for
stoichiometric comparisons with glucose utilization.
Studies of glucose metabolism
Studies of glucose metabolism were done using
[18F]FDG (2-18F-fluoro-2-deoxy-D-glucose) as a tracer.
FDG distributes in tissue like glucose but remains unme-
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Table 2
Stoichiometry of glucose utilization and O2 consumption in different
brain areas before and after MPTP

Putamen
Caudate
GP
Thalamus
SMA
PMC
Cerebellum

Before MPTP

After MPTP

6.68 ⫹/⫺ 1.06
5.13 ⫹/⫺ 0.69
7.39 ⫹/⫺ 0.78
6.98 ⫹/⫺ 1.91
5.63 ⫹/⫺ 0.89
4.19 ⫹/⫺ 0.53
4.42 ⫹/⫺ 0.98

8.71 ⫹/⫺ 0.86
6.92 ⫹/⫺ 0.34
8.23 ⫹/⫺ 0.92
7.71 ⫹/⫺ 0.71
5.84 ⫹/⫺ 0.32
6.00 ⫹/⫺ 0.54
5.04 ⫹/⫺ 0.38

tabolized in the form of 6-phosphate making quantitative
imaging studies possible. The kinetic model of Sokoloff et
al. (1977) extended by Phelps et al. (1979) was used in data
analysis. Following a rapid intravenous injection of 5 mCi
of 18F-FDG, dynamic PET images were acquired at a level
15 mm anterior from the earbar for 30 min using an acquisition time of 15 s. After this, when activity had reached a
steady-state level, coronal slices were acquired over the
brain at 5-mm steps starting from the cerebellar level and an
acquisition time of 60 s. Arterial blood samples were drawn
for determination of plasma radioactivity. The plasma data
were fitted to a 2-exponential function and used as an input
function in calculating glucose metabolic rate. In addition,
arterial glucose values were determined before and after the
experiment. Values for the transport parameters k1–k4 were
calculated from the dynamic tissue data using plasma input
function (Phelps et al., 1979). Values for regional cerebral
glucose metabolism were calculated using transport parameters and blood data information, regional tissue data from
the areas of interest and a value of 0.5 for the lumped
constant (Reivich et al., 1985). Finally, the values of glucose metabolic rate were converted to molar units for stoichiometric comparison with O2 consumption.
Studies of dopamine D2 receptors and transporters
Each study included two experiments. The first experiment was carried out with [11C]raclopride to investigate
dopamine D2 receptors, and the second experiment was
conducted 2–3 h later with [11C]CFT (2␤-carbomethoxy-

3␤-(4-fluorophenyltropane) in order to investigate dopamine transporters. Radiolabeled ligand, [11C]raclopride
(Ehrin et al., 1985) or [11C]CFT (Brownell et al., 1996)
(6 – 8 mCi, specific activity 600 –1000 mCi/mol) was injected into the femoral vein; and imaging data were acquired stepwise on seven coronal brain levels, initially using
15 s per image. The acquisition time was subsequently
increased to 60 s, the total imaging time being 90 min in
both experiments. Eighteen arterial blood samples of 0.1 ml
were drawn at different time points starting from 10 s
frequency and ending with 15 min frequency in order to
monitor the decrease in radioactivity. In addition, three
arterial blood samples were drawn for HPLC analyses of
metabolites of the labeled ligands.
Kinetic behavior of [11C]CFT was studied with a fourparameter estimation of the three-compartmental model approach. In the three-compartmental model, the first compartment is the plasma pool, the second is the exchangeable
tracer pool including free and nonspecifically bound ligand
in the brain, and the third compartment is a trapped tracer
pool including bound ligand in the brain. The exchangeable
tracer pool contains ligand but no receptors; and the third
compartment includes all the receptors, partly or totally
occupied by ligands. The kinetic parameters k3 and k4 describe the binding to and dissociation from the receptors.
The transfer coefficients k1–k4 were mathematically resolved using a least-square fit, Levenburg-Marquardt
method. All numerical analyses were done with the optimization tool SAAM II (Foster et al., 1994). For stabilization
of the k values the fitting procedure was performed using
two steps. Since the cerebellum does not have specific
receptor binding or is negligible, fitting was done with the
cerebellar data, letting all the k values float. The ratio k1/k2
was then calculated. In further iterations this fixed ratio was
used as a constraint and applied with a sequential quadratic
programming method combined with a cost function to
reach parameter optimization. Regional binding potential
was calculated as a ratio of k3/k4 (the ratio of the transport
from the exchangeable tracer pool into the bound tracer pool
to the transport from the bound tracer pool back into the
exchangeable tracer pool). Regional binding potentials were

Table 3
MPTP-induced changes in dopamine receptor function, hemodynamics, and metabolism in different brain areas

Putamen
Caudate
GP
Thalamus
SMA
PMC
Cerebellum

Dopamine transporter

Dopamine D2 receptor

Blood flow

Oxygen extraction

Oxygen metabolism

Glucose metabolism

2**
2**
—
2**
2*
2*
—

2
2
—
8
2
8
—

2**
2**
1*
2*
1*
2**
1

1*
1
1
8
1
1
1

2
2
1**
2
1*
2**
1

2**
2**
1
2
8
2**
2

1 indicates an increase, 2 indicates a decrease and 8 indicates no change compared to the pre-MPTP value.
* signs P ⬍ 0.05 and ** P ⬍ 0.01.
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calculated separately for left and right caudate, putamen,
thalamus, SMA, and PMC.

Results
Accuracy of the volumetric data analyses
Development of image fusion and volumetric data analysis has been an essential part of this work. This approach
is absolutely necessary to obtain reliable data from small
brain regions. Fig. 2 shows coronal, transverse, and sagittal
segmentation with 3-mm steps (slice thickness) of a volume-rendered MR images fused with PET images of dopamine D2 receptor distribution after MPTP. The original PET
images were acquired with 5-mm steps and a slice thickness
of 5 mm. Fig. 3 demonstrates selection of the regions of
interest on a single slice level.
The validation of the volumetric data analyses was done
with a phantom of concentric spheres (Fig. 4). Table 1
shows the accuracy of the obtained results based on the
volumetric data analyses and actual measurement of radioactivity, with comparison to the conventional 2-dimensional
pixel analyses. In the first experiment radioactivity was only
in the outer sphere and the calculated radioactivity using
volumetric data analyses was 3% and with conventional 2D
pixel analyses 16% higher that the measured radioactivity.
There was only water in the inner sphere, but because of the
scatter and spillover of the radioactivity in the outer sphere
it was possible to record an activity, which corresponded
9.7% of the activity in the outer sphere using volumetric
data analyses and 10.9% using 2D analyses.
In the second experiment radioactivity was in both
spheres with the inner sphere more active. The values calculated using volumetric data analyses were 2– 6 % higher
than measured radioactivity while conventional 2D pixel
analyses gave 11–22% higher values. The activity concentration in the inner sphere was in the same range as the
striatal activity concentration in blood flow and receptor
studies before MPTP toxication. These phantom studies
were not corrected for the partial volume effects, because in
each slice the smallest thickness of the sphere in the image
was equal or bigger than two times the resolution element of
the tomograph (Hoffman et al., 1979).
These basic tools have been used to analyze data for
blood flow, oxygen extraction fraction, and metabolism as
well as glucose metabolism and binding parameters for
dopamine transporters and dopamine D2 receptors in different brain regions.
Hemodynamics and cerebral energy metabolism
Fig. 5 (see Table 3) shows the quantitative distribution
and calculated values of blood flow, oxygen metabolism,
glucose metabolism, dopamine transporters, and dopamine
D2 receptors at one midbrain level before and after MPTP.
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From these images it can be observed, that the most striking
change after MPTP is the decrease in striatal dopamine
transporter binding. Fig. 6 shows the calculated values obtained by volumetric data analyses in different brain areas of
hemodynamic, metabolic, and dopamine receptor function
both before and after MPTP induced neurotoxicity.
The largest decrease in blood flow after MPTP was
observed in the primary motor cortex (39⫹/⫺4%). Blood
flow was decreased in the striatal area (caudate and putamen) by 22–26%, and in the thalamus by 17⫹/⫺3%. In the
globus pallidus, blood flow was increased by 15⫹/⫺3% and
in the SMA by 4⫹/⫺1%.
After MPTP, oxygen extraction fraction was moderately
enhanced in other brain areas but the thalamus (Fig. 6).
Values for oxygen metabolism in the GP and SMA were
significantly elevated, partly being a reflection of elevated
oxygen extraction fraction. Oxygen metabolism was decreased in the putamen and caudate by 10⫹/⫺2% and
significantly in the PMC (23⫹/⫺2%).
Glucose metabolism was decreased in all other brain
areas but the GP (Fig. 6). In the striatal area glucose utilization was decreased by 35⫹⫺/17% in the caudate, 38⫹/
⫺8% in the putamen, 25⫹/⫺7% in the thalamus, and (50⫹/
⫺12%) in the PMC. Glucose utilization was enhanced in the
GP by 15⫹/⫺3% (see Table 3).
Stoichiometry of glucose utilization and O2 consumption
Table 2 shows the calculated values for stoichiometric
balance in different brain areas before and after MPTP. The
stoichiometric balance increased in all brain areas after
MPTP, indicating that, in addition to glucose, other substrates were also metabolized after MPTP.
Dopamine transporters and receptors
The binding of [11C]CFT was significantly decreased in
the putamen (65⫹/⫺4%), caudate (62⫹/⫺5%), thalamus
(39⫹/⫺4%), SMA (25⫹/⫺2%), and PMC (25⫹/⫺2%)
(Figs. 5 and 6), indicating degeneration of the dopamine
transporter sites in the presynaptic terminals. [11C] Raclopride binding in dopamine D2 receptors showed overall
decreases (Figs. 5 and 6, Table 3). However, because of a
large variation in the results there was no significant change
in raclopride binding after MPTP.
Studies of receptor function and metabolism in relation to
neural circuitry
To compare the obtained experimental results of dopamine receptor function, hemodynamics, and metabolism
with the known neural circuitry, we analyzed MPTP neurotoxicity-induced changes in different brain areas, conventionally included in neurophysiological studies of the neural
networks. Table 3 shows the direction of MPTP-induced
significant changes in different brain areas.
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Discussion
Parkinson’s disease is characterized neuropathologically
by a severe depletion of dopamine neurons in the basal
ganglia. Our experiments, conducted in primates after
MPTP-induced neurotoxicity, showed significantly decreased binding of [11C] CFT in striatum, indicating depletion of presynaptic dopamine terminals. We have published
this observation in 1992 (Hantraye et al., 1992), and in 1994
we further demonstrated the correlation to locomotor activity (Wullner et al., 1994). In these experiments we also
found that the total dose or injection period of MPTP does
not correlate with locomotor activity or clinical scores
(Wullner et al., 1994). Since then, about 200 papers have
been published, with a unanimous observation of declining
dopamine transporter binding (van Dyck et al., 2002; Antonini et al., 2001; Chouker et al., 2001; Huang et al., 2001;
Marck et al., 2001; Sakakibara et al., 2001). Even though
there is an unequivocal decline in presynaptic dopamine
transporter binding in PD, there is inconsistency in reported
results of [11C]raclopride binding in dopamine D2 receptors
in PD (Doudet et al., 2000; Hwang et al., 2002; Kaasinen et
al., 2000). In our present experiments, we have found a
tendency for a decrease but with a large variation in dopamine D2 receptor binding after MPTP toxication. During
MPTP administration (acute MPTP-induced neurotoxicity)
and after 6-hydroxydopamine toxicity (van Nguyen et al.,
2000) we have observed a moderately increased [11C]raclopride binding in D2 receptors. Altogether, our observations
of dopamine D2 receptor binding are consistent with a
number of publications that propose a biphasic behavior of
D2 receptor binding; indicating that in the early phase of
Parkinson’s disease, D2 receptor binding is enhanced because of supersensitivity and it will decline later with progression of the disease (Stoessl and de la Fuentes-Fernandez, 2003; Hwang et al., 2002; Kaasinen et al., 2000). In
addition, there are some other aspects, which might effect
on [11C]raclopride binding. First, it has low binding affinity,
and it is impossible to determine whether the changes in
binding reflect alterations in the number of available dopamine receptors or whether they are due to changes in synaptic dopamine concentration (Stoessl and de la FuenteFernandez, 2003). In addition, it may be possible that these
effects could cancel each other out.
By using the volume of interest determined from the
fusion with MR images we were able to investigate also
binding characteristics of [11C]CFT and [11C]raclopride in
the thalamus, SMA, and PMC. Using conventional PET
image analysis it is impossible to localize these sites because the accumulation of radioactivity is so low compared
to striatal accumulation. The binding values obtained (Figs.
5 and 6) correlate well with the values obtained using
autoradiographic techniques (Kaufman and Madras, 1992).
In addition to studies of dopamine transporters and dopamine D2 receptors, we conducted hemodynamic and metabolic studies in this preclinical model of PD with the

ultimate aim of finding parallels to human PD in adaptive
changes including metabolic neural networks and dopaminergic function.
Brooks (1997, 1999) has shown that slowness in free
performed motion in PD patients corresponds with changes
in blood flow in the supplementary motor area and dorsal
prefrontal cortex, areas which get subcortical input from the
basal ganglia. Notably, blood flow changes consistent with
a compensatory overactivation in premotor area were observed. In PD, there appears to be a synchronization of GPe
and GPi output signals as a result of the loss of DA tonic
input to the putamen; that together with a reduced thalamic
input to the SMA and PM cortices may explain the motor
signs of PD (Brooks, 1999; Eidelberg et al., 1995b; Schmidt
and Ferger, 2001). Moreover, the recruitment of more cortical regions and the increased and widespread activation of
PM and SMA-associated cortices suggest that these structures are compensating for the abnormal input, to be able to
activate the motor cortex for initiation of the movement
(Brooks, 1997; Eidelberg et al., 1996).
We observed enhanced blood flow in the supplementary
motor area as well as in the globus pallidus, while blood
flow was decreased in the putamen, caudate, and primary
motor cortex of the parkinsonian primate. Oxygen metabolism was marginally enhanced in the globus pallidus and
supplementary motor area and decreased in the putamen,
caudate, and primary motor cortex. Glucose metabolism
was decreased in all brain areas after MPTP but the GP and
SMA. In short, we found (1) a decreased striatal dopamine
transporter binding, indicating degeneration of presynaptic
terminals; (2) an increased blood flow in the globus pallidus,
indicating activation in that brain area; (3) a decreased
glucose metabolism in the thalamus, indicating decreased
energy metabolism; and (4) decreased blood flow and glucose metabolism in the PMC, indicating decreased motor
activity. However, at the same time, blood flow in the SMA
was increased while no change in glucose metabolism was
observed indicating a compensatory mechanism in motor
function. These observations (see Table 3) support a neural
circuitry-based reasoning for changes seen in functional
interactions of the motor system in human parkinsonism
(Wichman and DeLong, 2003; Carbon et al., 2003; DeLong
and Wichman, 2001; Isacson et al., 2001).
As a comparison of the values obtained for the regional
changes of glucose utilization in this “chronic” MPTP
model it can be emphasized that Palombo et al. (1991)
obtained 40% enhanced glucose utilization in a globus pallidus by autoradiographic studies of [14C]deoxyglucose in a
hemiparkinsonian model induced by a unilateral intracarotid
administration of MPTP into the striatum. As well Porrino
et al. (1987) found a significantly reduced glucose utilization in substantia nigra, thalamus, and ventral tegmental
area and increased values in globus pallidus by autoradiographic studies of [14C]deoxyglucose in MPTP-treated
awake primates. Eidelberg et al. (1994) found in human
Parkinson’s disease patients a 20 –30% average decrease in
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glucose utilization depending on the level of disease. It is
obvious that there is a difference in absolute values between
animal models and species. However, interestingly the trend
of the changes is similar.
We have considered the globus pallidus as one brain
region in these experiments. However, it has two parts
interna and externa, which have different functions. The
observed increase in hemodynamic functions, blood flow
and oxygen and glucose metabolism, in the GP area could
reflect (1) an increased firing of GPi neurons (which project
to the thalamus), (2) an increased metabolism at synaptic
terminals from GPe and putamen, projecting to GPi, or (3)
a metabolic activity of interneurons of GP. Differentiation
of these mechanisms is not possible with the conducted PET
techniques, but requires additional electrophysiological
measurements.
In the normal in vivo state, glucose is the only substrate
for energy metabolism in the brain. Under normal circumstances, no other potential energy yielding substrate has
been found to be extracted from the blood in more than
trivial amounts. For complete oxidation of glucose, the
theoretical ratio of O2 to glucose utilization is 6.0. A value
of 5.2 has been obtained in human studies conducted with
15
O2 gas and [18F]FDG (Frey, 1999). In the present experiments, an average value for the stoichiometry of the glucose utilization and oxygen consumption is 5.8⫹/⫺ 0.6
before MPTP regimen and 7.0⫹/⫺0.9 after MPTP calculated as a mean of 8 investigated brain areas (see Table 2).
An average 20% increase in oxygen consumption compared
to glucose utilization after MPTP may be explained by a
reduced mitochondrial function or combined effect of decreased metabolism and anesthesia. Halothane anesthesia
might have an enhancing effect on the absolute values of
blood flow and metabolism depending on the level of halothane concentration. The effect is, however, smaller in the
spontaneous inhalation used in these experiments (Amory et
al., 1971). In addition, the same anesthesia protocol was
used before and after MPTP so the possible anesthesiainduced changes were minimized in the evaluation of
MPTP-induced changes on blood flow, metabolism, and
dopaminergic function.
To obtain quantitative information from small brain areas in imaging studies, we have developed a volumetric
technique for data analyses and used fused PET and MRI
data. In addition, the primate brain atlas was utilized to
outline the regions of interest on MR images. Even when the
selection of the volume of interest is accurate on a technical
level, there is a potential error in the absolute values because
of effects of partial volume (Hoffman et al., 1979). In
addition, outlining tiny brain areas there is a personal factor.
When these data were analyzed by two scientists independently, there was an average of 20% difference between the
absolute values, they obtained. However, when they analyzed the data together, the values were equal to the lower
values in the first time. Moreover, in the absolute values
internal scatter radiation is a factor in nearby low activity
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tissue if the neighboring tissue has a high activity concentration. In biological studies this shows up especially in the
[11C]CFT studies of dopamine transporters, where the putamen has a high activity accumulation compared to the
nearby tissues (Fig. 5). To validate volumetric data analyses, imaging studies in concentric sphere phantoms were
conducted. The absolute values calculated for radioactivity
concentration were higher than measured radioactivity
mainly because of the internal scatter. This is clearly demonstrated in the first phantom study when the inner sphere
did not have any radioactivity but based on data acquisition
and analyses it had about 10% of the activity of the outer
sphere (Table 1).
These experiments provide in-depth information on
changes in metabolic and dopaminergic function in neural
networks after MPTP-induced parkinsonism in primates.
This information is valuable for investigations of a compensatory mechanism during degeneration and structural repair.
In addition, these experiments enhance the use of MPTP
neurotoxicity as a model to investigate human Parkinson’s
disease.
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