distribution of FDG in the myocardium was observed in fasting
and severe hyperglycemic states. FDG uptake by skeletal
muscles showed a pattern similar to that of the myocardium.
Understanding of these FDG uptake characteristics and their
dependence on blood glucose is helpful in interpreting myocar-
dial FDG-PET scans.
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Derivation of Input Function from FDG-PET

Studies in Small Hearts
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The extraction of pure arterial time-activity curves (TACs) from
dynamic PET images of a small animal heart using factor analysis of
dynamic structures (FADS) was found to be unsuccessful due to the
small size of the cardiac chamber that causes extensive mixture of
TACs of different structures. Methods: In this study, we used digital
phantoms of the left ventricle (LV cavity size: 1-2 cm) and small
monkey (LV cavity size: ~ 2 cm) dynamic FDG PET studies to
evaluate FADS for extracting the pure blood-pool TACs by adding a
single blood sample (taken at a late scan time) constraint. Results:
In the digital phantom studies, spillover fractions in the extracted
blood-pool TACs using FADS without a blood sample constraint
(FADS(-)) and with a blood sample constraint (FADS(+)) were 3%-—
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91% and < 3%, respectively. In the monkey studies (n = 4),
FADS(+) extracted blood-pool TACs matched well with the arteri-
alized well counter measurements (% differences of curve integra-
tion: FADS(-) < 82%; FADS(+) < 9%). The microparameters (K],
k3, k3, k%) and macroparameters (K,,,), obtained from the FADS(+)
blood-pool TACs, were similar to those obtained from plasma
samples in a three-compartment model fitting (% differences of K -
phantom studies < 5%; monkey studies < 9%). Conclusion: The
FADS technique with a single-blood sample has the potential to
extract the pure blood-pool TACs directly from dynamic PET images
of a small animal without multiple blood sampling, region of interest
definition or spillover correction.

Key Words: factor analysis; blood-pool time-activity curve extrac-
tion; PET; fluorine-18-FDG
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’E\e feasibility of extracting pure arterial time-activity curves
(TACs) from human adult dynamic 2-['®F]fluoro-2-deoxy-D-
glucose (FDG) PET images using factor analysis of dynamic
structures (FADS) was demonstrated in a previous study (/).
However, our study in dynamic PET images of a small animal
heart showed that the separation of the pure arterial TAC using
FADS was unsuccessful due to the small size of the cardiac
chamber that causes extensive mixture of TACs of different
structures.

As described by Barber and Di Paola et al., the kinetics of n
factors were searched as n apex points on an n-1 factorial
subspace within a positivity area (2,3). The estimation of the
apex points [i.e., B matrix in FADS algorithm; for detail, see Di
Paola et al. (3)] was done through an iterative algorithm and
weighted toward dixels (TAC on a pixel basis) with little or no
contribution from other dynamic structures. Therefore, dixels
lacking pure physiological factors due to limits in image
resolution or coarse image resampling may cause errors in the
estimation of n physiological factors in small objects (/). Due to
this limitation, we studied further improvement in FADS, as it
is applied to small hearts.

This study was confined to FADS of n = 2 physiological
factors. If a dynamic sequence contains two well-separated
structures (e.g., ventricular cavity and myocardial wall) which
are defined by two different kinetics (e.g., ventricular blood-
pool and myocardial tissue TACs), then the two physiological
factors can be estimated using FADS by finding two extreme
points on a one-dimensional factorial subspace as described by
Barber et al. (2). However, if limited PET scanner resolutions
cause extensive mixing of the TACs of the two structures (i.e.,
no pure dixels), the extreme points estimated by FADS may be
two points which are located somewhere between the true
endpoints along the one-dimensional factorial subspace. The
present study evaluates a method to iteratively adjust the apex
points from FADS outwardly so that the new FADS blood-pool
TACs are under an additional constraint (i.e., a blood sample
count at a late scan time). We hypothesize that on digital
phantoms of LV and monkey FDG PET dynamic studies, the
accuracy of FADS blood-pool TACs can be improved using
FADS with a blood sample constraint (FADS(+)). Further-
more, the effect of error in the estimation of the input function
on quantitative parameters of FDG studies is minimal.

MATERIALS AND METHODS

FADS With and Without Blood Sample Constraints

Figure 1 depicts the procedures we used in FADS techniques
with and without a blood sample constraint. The procedures used to
estimate the FADS blood-pool TAC without a blood sample
constraint (FADS(-)) was described in detail in a previous study
(7). The estimation of the first B matrix was described in detail by
Di Paola et al. (3). After generating the FADS(-) blood-pool TAC
(i.e., the FADS blood-pool TAC obtained from the first B matrix of
Fig. 1, which met the positivity constraints only), the FADS(-)
blood-pool TAC was compared to the blood sample constraint. The
iterations for adjusting the value in the B matrix (with smallest step
size = 0.0001) continued until the FADS(+) blood-pool TAC (i.e.,
the FADS blood-pool TAC that met the blood sample constraint
and the positivity constraints) was found. In each B matrix
iteration, only the apex corresponding to the blood-pool TAC was
adjusted (i.e., adjust the FADS estimated apex point outward along
the one-dimensional factorial subspace). The apex corresponding
to the myocardial tissue factor was fixed at the same value from the
first B matrix iteration.

original dynamic images (N; x N; xn)

—— masked dynamic images ( Nox Noxn )
‘ data preprocessing
64 dixels
principal component analysis
principal component (n x 1)
oblique axis rotation with positivity constraints
Bmatrix(2x2) <@

normalized f?ctors (nx2)
| |
myocardial factor blood factor ——

| |
* Ifactor images computation 8
IE.
FADS (-) factor images (32x32x2) w
-~ :
myocardial image blood pool image é
scale factor determination 5

scale factor

partial volume effect correction ‘ | ‘

FADS(-) blood pool TAC

FADS(+) blood pool TAC

FIGURE 1. Flowchart of FADS technique with and without a single blood
sample constraint. FADS(-) blood-pool TAC is obtained after the first iteration
of B matrix. FADS(+) blood-pool TAC is obtained after B matrix iterations and
meet the blood sample constraint.

Digital Phantom Studies

Dynamic 65-min animal PET scans of left ventricle were
simulated: 24 frames with nine 10-sec, seven 30-sec, two 300-sec
and six 500-sec scans, respectively. These dynamic phantoms were
forward projected to sinograms (32 linear samples; 2 mm/pixel; 3.3
mm/plane; 80 angles) of two digital phantoms (I and II). Each
phantom was constructed based on two slightly eccentric ellipses
of different sizes (configuration is shown in Fig. 2) but similar to
the heart sizes (cavity size and tissue thickness) found in the
monkey studies (Tables 1, 2). The kinetics of the LV blood pool
and myocardium were simulated using an arterial plasma TAC
from a monkey study and a myocardial tissue TAC (Fig. 3A)
mathematically derived from a three-compartment FDG model
with rate constants from a human volunteer (K} = 0.41 ml/min/g,
k% = 0.63 min~', k¥ = 0.10 min~"' and k% = 0.0032 min~"). For
each phantom, three dynamic sinograms were simulated: LV
blood-pool activities alone; myocardial tissue activities alone; and
both LV blood-pool and tissue activities. The sinograms were
smoothed in both the in-plane and axial directions (4.4 and 3.3 mm
FWHM, respectively). Poisson noise equivalent to a 10° cts/scan
was added to each sinogram. Short-axis images were reconstructed
into a 32 X 32 matrix (2 mm/pixel), with a 3.3-mm plane
separation. These images were reconstructed to yield in-plane and
axial spatial resolutions comparable to those of current PET
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FIGURE 2. Configurations of LV digital phantom. Digital phantom sizes (A, B,
C, D, and D,) are listed in Table 1. Short-axis LV images were reconstructed
from the lower half of the two ellipses.

scanners (4.4 and 3.3 mm FWHM, respectively). In this study, only
three image planes were evaluated: plane I, and plane I, from
phantom I; plane II, from phantom II (sizes are listed in Table 1).
FADS techniques, with or without a blood sample constraint
(counts of the blood sample taken at 35.8 min, which is equivalent
to the midscan time of frame 21 in dynamic sequence), were then
applied to the dynamic images to evaluate the performance of the
algorithms (Fig. 1). Due to partial volume effects, the magnitude of
the FADS blood-pool TACs of plane I, and plane II, were
corrected with recovery coefficients (plane I,: 0.80; plane II,: 0.78,
which were calculated from the ratio of counts in the pure
blood-pool simulations and true plasma counts) before comparing
to the blood sample counts in each B matrix iteration (Fig. 1).

Monkey FDG-PET Studies

Four FDG-PET dynamic studies were performed in four mon-
keys (weight range: 2.3-5.8 kg; mean left ventricular dimension:
14.9-18.5 mm) (Table 2). Myocardial dimensions (wall thickness
and cavity size) were determined with m-MODE echocardiogram
using an ACUSON 128 (Mountain View, CA) and a 7.5-MH,
transducer. All the monkeys were fasting. After intravenous injec-
tion of FDG (mean dose = 6.7 mCi), dynamic images were
obtained with an animal PET scanner. The dynamic sequence
consisted of nine 10-sec, seven 30-sec, two 300-sec and three
500-sec scans for a total scan time of 40 min. Photon attenuation
was corrected with a 20-min transmission scan using a *Ge/**Ga
external ring source. The 128 X 128 transaxial images (3.4 mm
thick) were reconstructed using a Shepp-Logan filter with a cutoff
frequency of 0.5 Nyquist frequency, resulting in an in-plane spatial
resolution of ~ 44 mm FWHM. The 15 contiguous transaxial
images of each study were then reoriented into six left ventricular

TABLE 1

Sizes of Left Ventricle and Short-Axis Images Digital Phantoms

Amm) Bmm) C{mm) D,(mm) D,(mm)
Phantom | 20* 4.0* 4.4 56.8" 40"
Phantom |I 10* 1.7 1.8* 27.0° 20"
Plane I, 20 4.0 44
Plane I, 128 6.8 72
Plane II,* 10 1.7 1.8

*These values were measured at the center of each ellipse. Therefore, the
chamber sizes and thicknesses of myocardium in different short-axis images
may differ from these values (e.g., plane I).

TPlane thickness: 3.3 mm.

TABLE 2
Data for Monkeys Who Had FDG-PET Studies

LV chamber
Monkey  Age Weight (mm) LV walls (mm)
no. (days) Sex (kg) ED" ES' Septum Lateral
1 1394 M 575 216 153 29 28
2 2808 F 530 215 155 23 24
3 462 M 230 180 117 23 24
4 1262 M 550 203 147 39 44
*Measured by echocardiogram.

TEd = end-diastolic; ES = end-systolic.

short-axis images as described previously (4). The short-axis
dynamic images of a midventricular plane (plane 3 of the six
contiguous short-axis images in each study) were submitted to the
FADS with or without a blood sample constraint. Dixel sizes for
Monkeys 1 and 2 were 31.2 mm? and 7.8 mm? for Monkeys 3 and
4. The blood sample was taken ~ 27.5 min after FDG injection,
which is the midscan-time of frame 20 in the dynamic sequences.
The first two factors, which accounted for ~75% (or greater) of
total variance, were extracted. In addition, the arterial bloods
samples were taken at ~30-sec intervals over the first 4 min and at
progressively lengthening intervals for the remaining duration of
the scan (~ 20 samples/40-min study).

Validation of the FADS Blood-Pool TACs

To validate the replacement of blood sampling with FADS
generated blood-pool TACs, we compared the FADS blood-pool
TACs with arterial plasma samples and a region of interest (ROI)
generated LV blood-pool TACs. The accuracy of blood TACs was
also evaluated by using the different blood TACs as input functions
to estimate the glucose metabolic rate constant, macroparameter
K(ml/min/g), using a three-compartment FDG model (5,6) or
Patlak graphical analysis (7). A blood volume term was included in
the three-compartment model (8).

Sensitivity of the quantitative glucose metabolic estimates to
error in the counts of the single blood sample constraint was
evaluated by adding * 2%, 5%, 10%, 15% and 20% of errors to the
blood sample count. The FADS(+) blood-pool TACs were derived
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FIGURE 3. (A) Plasma samples (solid circles) and simulated myocardial
tissue TAC (line) which were used to e the dynamic phantom
sinograms. (B, C, D) ROI-derived LV blood-pool (solid circles; ROI ~ 3 mm?)
and tissue (line; ROl ~ 15 mm?) TACs from the three dynamic short-axis
images of digital phantoms ((B) plane |,; (C) plane |,; (D) plane li,; sizes are
listed in Table 1).
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from the dynamic phantom images II, and the blood sample
constraint using different errors (+0%-20%). The integrated blood
TAC, K, (mV/min/g), K, (ml/min/g), using the FADS(+) blood-
pool TACs were then compared to those obtained using the true
plasma curve as the input function.

RESULTS

Digital Phantom Studies

Figure 3B-D shows the ROI-derived blood-pool and tissue
TACs (blood-pool ROI ~ 3 mm?; tissue ROI ~ 15 mm?) from
planes I, I, and II, from the digital phantoms of various sizes
which contain ventricular blood-pool and myocardial tissue
activities (Table 1). For a smaller cardiac chamber (i.e., planes
I, and II,, Fig. 3C, D), the blood-pool TACs had lower counts
at the peaks due to partial volume effects and higher counts at
the tails due to the myocardial tissue spillover activities. The
point-to-point percent differences of ROI-derived blood-pool
TACs compared to the true plasma TAC were calculated. More
than 50% spillover fractions [calculated as ((LV blood-pool
count — plasma count)/plasma count) - 100%] existed when mid-
scan-times were larger than 35 min in image sequences of planes
I, and II,. The ROI-derived myocardial tissue TACs (Fig. 3B, C
and D from phantom image planes I, I, and II,, respectively) had
lower counts and an earlier peak, which were different from those
in the original myocardial tissue TAC (Fig. 3A) due to partial
volume effects and blood-pool spillover activities.

Figures 4A-C show the FADS(-) and FADS(+) blood-pool
TACs extracted from phantom images I, I, and II,, respec-
tively. For a large cardiac chamber, both the FADS(-) and
FADS (+) blood-pool TACs (plane I, Fig. 4A) were similar to
the true plasma input function. However, the FADS(-) blood-
pool TACs contained large amounts of myocardial spillover
activities when cardiac chambers were small relative to the
image resolution (planes I, and II,, Figs. 4B and C). The
average percent spillover activity (from 5-65 min) of FADS(-)
blood-pool TACs from plane I,, plane I, plane II, are ~3%,
~91% and ~ 55%, respectively. However, the average percent
spillovers (from 5-65 min) in the FADS(+) blood-pool TACs
from plane I,, plane I, plane II, are ~3%, ~1% and ~2%,
respectively. Table 3 shows the quantitative estimates of myo-
cardial glucose metabolism using the plasma curve and
FADS(+) blood-pool TACs as the input function. Integrated
from 0 to 65 min and compared to the area under the plasma
curve, the FADS(+) blood-pool TACs had errors of =2%. The
microparameters (K}, k3, k%, k%) and macroparameters (K, or
K a0, obtained by using the FADS(+) blood-pool TACs, were
similar to those obtained by using the plasma curve in a
three-compartment model fitting (5,6) or Patlak graphical anal-
ysis (7) (% differences: K, < 5%; K., < 3%).

The study of error (*0%—-20% counts) in the FADS(+)
blood sample constraint showed that the errors in glucose
metabolic rate constants, K, and K,,,, were nonlinearly pro-
portional to the magnitudes of the errors in the blood sample
constraint. When =5% of errors were added to the count of the
blood sample constraint, the errors of the blood curve areas, the
K. and K, estimates were within 3%, 4% and 4%, respectively.

Monkey FDG-PET Studies

Figure 5 shows the ROI (3-6 mm?)-derived LV blood-pool
TACs, the FADS(-) and FADS(+) blood-pool TACs extracted
from the three monkey dynamic FDG-PET images (results of
Monkey 1 were similar to Monkey 2). These LV blood-pool
TACs were noisy with or without myocardial spillover activi-
ties (average % differences compared with arterial blood
samples from 5 to 40 min: ~7% Monkey 1; ~3% Monkey 2;
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FIGURE 4. Comparison of the plasma curve (solid circles) with the FADS(-)
(ine with dots) and FADS(+) (iine) blood-pool TACs extracted from the three
dynamic phantom images ((A) plane I,; (B) plane I,; (C) plane Ii,).

~ 89% Monkey 3; ~100% Monkey 4). When there was no or
little myocardial uptake (e.g., Monkey 2 or Monkey 1) (Fig.
SA), the FADS(-) blood-pool TAC was similar to the plasma
curve (average % differences compared with plasma samples
from 5 to 40 min: ~7% Monkey 1; ~6% Monkey 2). These
results show that a blood sample constraint may not be
necessary for FADS to extract the pure blood-pool TAC when
there is very little myocardial tissue activity present in the
original images. However, when myocardial uptakes were
relatively high, the FADS(-) blood-pool TACs contained large
amounts of spillover from myocardial activities (% differences:
~37% Monkey 3; ~82% Monkey 4) (Figs. 5B, C). When a
blood sample constraint was added, the FADS(+) blood-pool
TAC improved and had less spillover activity (% differences:
~9% Monkey 3; ~2% Monkey 4).

Table 3 shows the quantitative estimates of myocardial
glucose metabolism using plasma samples and FADS(+)
blood-pool TACs as input functions in the monkey studies. The
myocardial tissue TAC of each monkey study was generated
from a myocardial tissue ROI and the short-axis dynamic
images. Since there was minimal myocardial uptake in Mon-
keys 1 and 2, only the data from Monkeys 3 and 4 were
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TABLE 3
Quantitative Estimates of Myocardial Glucose Metabolism Using FADS(+) Blood-Pool TACs or Plasma Curve as the Input Function in

Phantom and Monkey Studies
Curve KS k3 k3 k: Ko! Koat
Input function integration® (mVmin/g) (min-1) (min-1) (min-1) (ml/min/g) (mV/min/g)
Plasma 1.00 0.41 0.63 0.10 0.003 0.0562 0.0518
Plane |, FADS(+) TAC 0.98 0.42 0.63 0.10 0.003 0.0573 0.0532
Plane |, FADS(+) TAC 0.98 0.44 0.64 0.10 0.004 0.0587 0.0531
Plane I, FADS(+) TAC 1.00 0.43 0.64 0.10 0.004 0.0576 0.0521
Monkey 3§ Plasma 1.00 0.09 0.0 0.022 0.022
FADS(+) TAC 1.04 0.10 0.003 0.023 0.022
Monkey 48 Plasma 1.00 0.32 0.025 0.236 0.146
FADS(+) TAC 1.04 0.27 0.022 0217 0.143

TMacroparameter, K, estimated from a three-compartment model (7-10); K,,, = K{ - k3/(¢ + k3).

*Macroparameter, K, estimated from Patiak graphical analysis (9).

STissue curves were generated from a myocardial tissue ROl and the short-axis dynamic sequence.
®Ratio of areas under the FADS(+) blood-pool TACs and plasma curve; integration time: phantom study: from 0 to 65 min; monkey study: from 0 to 40

min.

estimated. The integrated area (0—65 min) using the FADS(+)
blood-pool TACs had a =4% difference compared to the area
under the arterial plasma curve. The microparameters (e.g., k3
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FIGURE 5. Comparison of the plasma samples (solid circles) with ROI-
derived LV blood-pool TACs (dash line, ROl 3-6 mm?), the FADS(-) (line with
dots) and FADS(+) (line) blood-pool TACs extracted from the monkey FDG
PET dynamic studies ((A) Monkey 2; (B) Monkey 3; (C) Monkey 4).

and kj) were more sensitive to the input functions. The
macroparameters, K, and K., estimated using the FADS(+)
blood-pool TACs and the plasma curve had differences =9%
and =3%, respectively.

DISCUSSION

Quantitative FDG-PET studies performed in animals serve as
an important model for evaluating the kinetics of human
glucose metabolism. The LV blood-pool TACs may contain
large amounts of spillover activities from the adjacent structures
(e.g., myocardial tissue activity) due to the limited image
resolution relative to the small animal hearts. Therefore, the
quantitative estimates obtained by using the ROI-derived LV
blood-pool TACs as input functions may not be reliable.

One of the limitations of the FADS technique in extracting
pure blood-pool TACs in dynamic PET studies of relatively
small cardiac chambers is the need for a pure blood-pool dixel
in the dynamic image sequence. In addition, the image con-
densing procedure (i.e., increased dixel area) was often per-
formed in the FADS techniques to improve the signal-to-noise
ratio and to decrease the computation time. In our monkey
studies, it took 10-30 sec when 64 dixels were submitted to the
FADS for a two-factor extraction (MATLAB® implemented on
a SPARC® 10 SUN workstation). Therefore, the absence of a
pure dixel in the original dynamic sequence or very coarse
resampling relative to the image resolution may cause errors in
the estimation of physiological factors. Similar errors were
found in scintigraphic dynamic studies, and refinements of
FADS techniques have been proposed (9—11). These methods
used an additional constraint in the form of a compartmental
model to determine a specific physiological factor for a struc-
ture of interest. The limitations of this method are the avail-
ability of a reliable theoretical model to describe a particular
structure in the study and the ability to estimate only one
physiological factor (/7).

Other investigators have estimated myocardial spillover ac-
tivities in blood-pool TACs with a method that uses the
crosstalk of activities from one or two dimensions within the
planar image (/2). This method did not account for spillover
activities from the axial direction. For a small heart and a
limited axial resolution, the spillover activity due to the overlap
of blood-pool and myocardium may not be ignored. Since
FADS assumes that the signal measured at each dixel is a
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weighted sum of the underlying kinetics, it is not limited by the
source(s) of the spillover activities.

This study shows that if the cardiac chamber is large (e.g.,
> 2 cm) and if there is no myocardial uptake, a blood-pool TAC
similar to the plasma samples could be found near the center of
the LV chamber without additional correction (Figs. 4A and
S5A). However, even though the LV sizes (~ 2 cm) were not
extremely small compared to the scanner resolution (FWHM ~
4.4 mm), various error sources and significant myocardial
uptake caused the extraction of the pure blood-pool TACs from
FADS to be unsuccessful (Figs. 4B, 4C, 5B, 5C). The errors
included heart movements, limited in-plane and axial scanner
resolutions, noise and high FDG uptake in the surrounding
tissues, etc. The results in this study validated the reliability and
accuracy of FADS(+) blood-pool TACs obtained from small
hearts (e.g., LV size 1-2 cm diameter) (Table 3; Figs. 4B, 4C,
5B and 5C). Although improvement of FADS(+) myocardial
tissue factors were not considered and remained the same as
FADS(-) myocardial tissue factors in the method (for detail, see
Materials and Methods), the results showed that FADS(+)
blood-pool TACs were improved and accurate enough for use
as input functions. Furthermore, the arterial blood sample used
in this study may ultimately be replaced by a hand-warmed venous
blood sample if the counts are similar at late scan times (3).

Since only a single-blood sample was used as a constraint to
evaluate the entire blood curve, there are factors that could
affect the accuracy of FADS(+) blood-pool TACs. These
factors include errors in blood sample counts, noise and partial
volume effects in the dynamic sequences. The phantom study
showed that the FADS(+) method was not sensitive to errors in
the blood sample counts. If there were =5% of errors in the
blood sample counts, the errors of the K, and K,, estimates
were =4%. In the program we implemented, we smoothed the
FADS blood-pool TAC at the last five time points in each B
matrix iteration (Fig. 1) before comparing to the blood sample
constraint. This procedure could minimize the noise or errors in
the dynamic images. The errors might be due to movement at a
particular scan time (i.e., at the time the blood sample was
taken). Furthermore, if the cardiac chamber is small relative to
the image resolution (e.g., the cardiac chamber is smaller than
2 FWHM of the scanner resolution), partial volume effects may
decrease the counts in the image (/3). Therefore, the counts in
the FADS blood-pool TAC were corrected for partial volume
effects (e.g., planes I, and II, of the phantom studies, Materials
and Methods) before comparing to the blood sample counts.
Correlation and registration of PET results with anatomic
imaging modalities such as MRI and CT will permit direct
measurements of the recovery coefficients (the fraction of true
counts recovered in a given ROI) (14). Furthermore, if PET and
MR images are acquired in gated mode, lessened effects of
heart movement may increase the accuracy of the FADS
technique. Since the cardiac chambers of the monkeys in this
study were relatively large (~ 2 cm, which is comparable to the
chamber size of plane I, of the phantom study), the partial
volume effect corrections were ignored in the monkey studies.

The results showed that the FADS(+) blood-pool TAC were
sufficiently accurate to replace the plasma curves in the quan-
titative studies (Fig. 5, Table 3). Because of whole blood
activities in FADS blood-pool TACs, the FADS technique is
suitable as long as there is a fixed ratio of tracer concentration
between whole blood and plasma. However, if FDG metabo-
lism is found in the blood cells, metabolite correction in blood
needs to be considered.

CONCLUSION

We have demonstrated that a single-blood sample constraint
improved the accuracy of the FADS technique in extracting a
pure blood-pool TAC for dynamic PET studies that have large
spillover problems. Therefore, the FADS technique with a
blood sample can potentially extract pure blood-pool TACs
directly from dynamic PET images of a small animal without
multiple blood samples, ROI definition or spillover correction.
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