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In 1979, just 8 years after Godfrey Hounsfield’s intro-
duction of CT, Leon Axel first proposed a method
for determining tissue perfusion from dynamic contrast
enhanced CT data [1]. Due to the requirement for rapid
image acquisition and processing, CT perfusion measure-
ments through the 1980s were largely confined to research
studies of renal or myocardial blood flow using electron
beam CT systems [2, 3]. However, the advent of spiral CT
systems in the 1990s enabled perfusion CT to be per-
formed with conventional CT systems, thereby broadening
the technique’s availability [4, 5]. The development of
multislice CT systems has stimulated further interest by
potentially advancing perfusion CT from a single-slice
technique to a volume-based examination. More recently,
clinical use of CT perfusion imaging has been facilitated
by the release of commercial software packages from a
range of CT manufacturers. This article aims to review the
clinical applications of perfusion CT, discuss the theore-
tical basis, validation and operation of available software
packages and to highlight likely future developments.

Clinical applications

Currently, the major clinical applications of perfusion
CT are in acute stroke and oncology. Interestingly, both of
these applications have been stimulated by the develop-
ment of new therapeutic options: thrombolysis in acute
stroke and anti-angiogenesis therapy for tumours. The
demands on perfusion CT in these two settings are dif-
ferent. In the context of stroke, perfusion is reduced with
the aim of therapy being restoration of normal perfusion.
To evaluate ischaemic tissue, perfusion values must be
related to known ischaemic thresholds, and hence absolute
quantification in terms of volume of blood flowing per unit
of tissue is essential. On the other hand, tumour perfusion
imaging exploits the increase in perfusion that results from
tumour neovascularization. However, perfusion in a
tumour vascular bed is also affected by cardiac output
and thus perfusion parameters that correct for cardiac
output may reflect the density of the vascular bed more
directly than absolute perfusion values [6].

The use of perfusion CT in these clinical areas is not
confined to the selection or monitoring of drug therapy.

Moreover, additional applications also exist in other areas
of radiological practice, including nephrology and hepat-
ology. However, when perfusion CT is used for monitoring
the effects of therapy, the reproducibility of the technique
must be such that the difference between repeated mea-
surements is small relative to the magnitude of the thera-
peutic change in perfusion. In the context of stroke, an
increase of 30 ml min21 100 g21 will restore the mildest
level of ischaemic perfusion to normal [7] and reductions
in perfusion due to anti-angiogenesis drug therapy range
between 30% to greater than 90% [8, 9]. These changes in
perfusion are typically greater than the reproducibility
levels of 15–30% reported for perfusion CT.

Acute stroke

Conventional CT is widely used to assess patients suf-
fering acute stroke, primarily to exclude intracerebral
haemorrhage. However, approximately 85% of strokes are
ischaemic in origin for which, in the majority of patients
imaged in the first 6 h, CT is either normal or demon-
strates subtle abnormalities that are easy to misinterpret.
Perfusion CT can be readily incorporated into the con-
ventional CT assessment of patients with stroke, adding
less than 5 min to the imaging time. Experience has shown
that non-ionic contrast media can be used safely in this
context and the fact that perfusion CT requires only 50 ml
of contrast material means that the perfusion image
acquisition can be followed by a CT cerebral angiogram to
assess patency of the middle cerebral arteries. Thus, a
complete imaging evaluation is achievable using widely
available equipment whilst avoiding the need to move the
patient to another imaging device. The CT perfusion data
can positively identify patients with non-haemorrhagic
stroke in the presence of a normal conventional CT,
provide an indication as to prognosis and potentially select
those patients for whom thrombolysis is appropriate. As
thrombolysis may only be effective if administered within
3 h to 6 h of ictus [10, 11], the time saved by avoiding
additional imaging modalities will be of great value in a
situation where rapid treatment decisions are necessary.
Neuronal function is critically dependent upon blood

flow and the brain has an intricate system of controls
for maintenance of cerebral perfusion. This system of
autoregulation is reflected by the perfusion CT findings in
patients with cerebral ischaemia (Table 1). Normal
cerebral perfusion is approximately 50 ml min21 100 g21

to 60 ml min21 100 g21. A mild reduction in cerebral perfu-
sion pressure is associated with a compensatory dilatation
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of cerebral blood vessels. Under these conditions, CT
measurements of perfusion remain normal but blood
volume and transit time values are increased. As perfusion
pressure falls, perfusion can not be maintained at normal
levels despite further vasodilatation. When perfusion falls
below a threshold of approximately 20 ml min21 100 g21,
cerebral metabolism is reversibly impaired. However, the
development of subsequent irreversible damage, i.e. infarc-
tion, is also dependent on the time that the tissue has
been ischaemic as well as the absolute perfusion value.
Irreversible damage is associated with loss of the auto-
regulatory vasodilatation and therefore reduced blood
volume. Thus, perfusion CT is potentially able to
distinguish reversible and irreversible cerebral ischaemia
not only by demonstrating more markedly reduced perfu-
sion in areas of infarction but also by exhibiting mismatch
between perfusion and blood volume [7, 12]. Reduced
perfusion with preserved or increased blood volume implies
reversible ischaemia whereas a matched reduction in per-
fusion and blood volume suggests infarction. Comparison of
functional CT images of perfusion and blood volume images
may show regions of mismatch implying reversible changes
surrounding a region of apparent irreversible infarction
(Figure 1). The surrounding reversible region is sometimes
referred to as the ‘‘penumbra’’.

Positive identification of non-haemorrhagic stroke with
perfusion CT is readily performed using the perfusion or

transit time images. It may be clinically useful to dis-
tinguish between a completed stroke and transient ischae-
mic attack (TIA) and occasionally the clinical presentations
of stroke and cerebral tumour can be similar. Normal
perfusion and mean transit time (MTT) imply a TIA
whereas a stroke is seen as a localized area of reduced
perfusion and increased MTT (Figure 1). Tumours are
typically associated with mildly increased perfusion and
normal or reduced MTT, findings that may even occur in
low grade tumours that present only subtle signs on con-
ventional CT [7].
The size of the perfusion abnormality in acute stroke

can provide an indication of prognosis [13–15]. However,
perfusion CT at present is most widely performed using a
single or dual slice technique with the chosen slice level
passing through the basal ganglia so as to include the
vascular territories of the carotid branches that are most
frequently affected by thrombosis. Although major
ischaemic events will be seen within this slice, it should
be remembered that small areas of ischaemia lying outside
the slice would not be detected, e.g. cerebellar infarcts.
Similarly, the extent of infarction may be underestimated.
The ability of perfusion CT to identify areas of

salvageable brain tissue indicates a potential role in iden-
tifying patients most likely to benefit from thrombolytic
therapy aimed at reversing or minimizing ischaemic brain
damage. Patients with completed infarction only, as

Table 1. Summary of functional CT findings with worsening ischaemia

Perfusion Blood volume Transit time

Autoregulatory range N + +
Oligaemia (misery perfusion) 2 ++ ++
Ischaemia (metabolic impairment) 2 + ++
Irreversible damage (necrosis) 22 2 2/+

N, normal; +, raised; 2, decreased.

(a) (b)

Figure 1. Cerebral Perfusion CT. (a) Cerebral blood volume (CBV) and (b) cerebral blood flow (CBF), mismatch post stroke sugges-
tive of extensive penumbra.
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indicated by matched reductions of perfusion and blood
volume on perfusion CT, could be saved the risks asso-
ciated with treatment, whereas patients with perfusion/
blood volume mismatch implying reversible damage,
would be well suited for therapy. Although the theoretical
basis for such an imaging paradigm is attractive, further
clinical validation is required.

Oncology

The development of a tumour blood supply through the
processes of neovascularization, also known as angiogene-
sis, is essential for the growth of tumours. Prior to this
angiogenesis phase, the size of early tumours is restricted
to 2 mm to 3 mm by the lack of access to circulating
oxygen, nutrients and growth factors. The development of
a blood supply also determines the ability of tumours to
metastasize and highly vascularized tumours have been
shown to be associated with a poor prognosis for many
types of cancer [16, 17]. The basis for the use of perfusion
CT in oncology is that the microvascular changes in
angiogenesis are reflected by increased tumour perfusion
in vivo [18]. Indeed, a correlation between contrast enhan-
cement measures and histological assessments of tumour
neovascularization such as microvessel density, has been
shown for lung and renal cancers with additional tumours
currently under investigation [19–21].

CT continues to provide the mainstay for anatomical
imaging in oncology. Perfusion CT can be readily incor-
porated into existing CT protocols, providing information
of incremental benefit in diagnosis, staging, assessment of
tumour grade and prognosis, and therapy monitoring.
Clinical experience to date has largely comprised preli-
minary series with few large-scale clinical trials, often using
semi-quantitative measures of perfusion, such as peak
enhancement. However, as it can be shown that enhance-
ment values are indirect measures of perfusion, particu-
larly if the dose of contrast medium is determined from the
patient’s weight, the results of these studies can be
extrapolated to dedicated perfusion CT techniques [6,
22]. The release of commercial software packages can be
anticipated to result in wider availability and hence more
extensive clinical data, for perfusion CT.

Diagnostic applications of perfusion CT in oncology
centre on the distinction of benign from malignant lesions

when conventional structural imaging criteria are unreli-
able. For example, a multicentre trial studying pulmonary
nodules that were otherwise indeterminate on conven-
tional CT, demonstrated that peak enhancement of the
nodule has a sensitivity of 98% and specificity 58% in
the diagnosis of malignancy [23]. Dedicated CT perfusion
measurements within lung nodules (Figure 2) have
produced similar results [24] and have also been shown
to correlate with positron emission tomography (PET)
measurements of fluorodeoxyglucose (FDG) uptake, a
highly effective but less widely available technique for
characterizing pulmonary nodules [6]. By reducing the
number of indeterminate CT results, the high negative
predictive value of functional CT as an adjunct to a
conventional CT examination may lessen the numbers of
patients requiring PET, thereby saving on healthcare
expenditure.
There is also preliminary evidence that quantification of

enhancement within lymph nodes can aid in nodal staging
of cancer, where conventional CT, relying on size criteria
alone, fails to detect small tumour-bearing nodes and may
falsely diagnose enlarged reactive nodes as malignant [25].
Perfusion CT may also improve staging by demonstrating
occult hepatic metastases, which remain a significant
diagnostic problem despite advances in liver imaging.
Perfusion CT can reveal haemodynamic changes in livers
bearing experimentally induced metastases with a mean
size of only 500 mm [26]. Such flow changes can also be
appreciated as increased hepatic parenchymal enhance-
ment during dual-phase spiral CT with increased arterial
phase enhancement heralding the subsequent development
of overt lesions [27, 28]. Occult hepatic metastases have
also been identified as localized areas of high perfusion on
CT derived images of hepatic perfusion [29, 30]. However,
full analysis of liver perfusion with CT requires separate
evaluations of arterial and portal circulations, a function-
ality that is unavailable with current commercially avail-
able software packages.
Although tumour grading is usually undertaken histo-

logically, in heterogeneous tumours biopsies may be
subject to sampling error. Imaging techniques, such as
perfusion CT that can assess tumour grade in vivo can
reduce the potential for sampling error by guiding biopsy
to the tumour region most likely to be of highest grade.
Tumour grading with perfusion CT may also be of value

(a) (b)

Figure 2. Perfusion CT of a lung nodule obtained using the deconvolution method. (a) CT image, (b) perfusion image. Note the hetero-
geneous distribution of perfusion within the nodule.
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when biopsy is difficult or when there is a propensity for
tumour grade to change with time. In lymphoma, per-
fusion CT values have been shown to reflect tumour grade
with perfusion above 0.5 ml min21 ml21 implying high or
intermediate grade tumour [31]. In view of the relatively
invasive nature of cerebral biopsy, perfusion CT methods
have also been used to assess grade of cerebral glioma.
High grade tumours demonstrate increased blood volume
values and heterogeneity on blood volume images [32].
There is also potential for CT measurements of blood–
brain barrier (BBB) permeability to provide an indication
of tumour grade analogous to dynamic contrast enhanced
MR techniques [33].

The association between poor prognosis and greater
intensity of angiogenesis histologically, is reflected in vivo
by perfusion CT measurements. CT perfusion values are
higher in lung cancers of more advanced stage whilst in
head and neck cancer, CT perfusion can identify tumours
that are likely to have a favourable outcome following
radiotherapy [34]. In patients with hepatic metastases,
increased arterial perfusion, particularly in the periphery
of the lesion, is associated with longer survival [35].
Preliminary data from patients with metastatic colon
cancer suggest that low portal perfusion throughout the
liver, i.e. below 0.3 ml min21 ml21, is associated with
progressive disease and a poor response to chemotherapy
[29, 36]. In the future, such prognostic information could
impact upon clinical management, as patients identified to
have aggressive tumours may be suitable for additional
treatment or invasive local treatments could be withheld
when unlikely to be of benefit.

Drug-induced changes in vascular physiology have been
measured using functional CT including changes in the
permeability of gliomas in response to steroids and the
bradykinin analogue RMP-7 [37, 38] and changes in
tumour perfusion following BW12C [39] lymphoma
chemotherapy [31]. Changes in tumour perfusion and
permeability have also been observed following radio-
therapy [40, 41]. However, perfusion CT may be of
particular value in monitoring the response to emerging
‘‘anti-angiogenesis’’ drugs, which aim to halt cancer
progression by suppressing the tumour blood supply.
As these agents produce disease stabilization rather
than tumour regression, conventional imaging strategies
that rely on changes in tumour size are not appropriate
[42]. By depicting tumour vascularity in a non-invasive
and sensitive manner, perfusion CT offers a novel
imaging strategy for monitoring tumour angiogenesis
in vivo.

Other applications

Perfusion CT has also been applied in a range of
additional clinical areas [43]. In hepatology, perfusion CT
has been used to evaluate hepatic cirrhosis and liver
allografts [4, 44–46]. Cirrhosis is associated with increased
arterial perfusion and reduced portal perfusion, with the
degree of perfusion change reflecting the severity of
liver damage. Portal hypertension is also associated with
changes in global and regional splenic perfusion [47].
Within the kidney, not only can CT measure alterations of
glomerular filtration [48, 49], it has also been used to
demonstrate reduced renal perfusion in hypertension, renal
artery stenosis, renal obstruction and cyclosporin toxicity
[43, 50–53]. Perfusion CT can also be applied to the
pancreas [54]. Although experience in these areas has been
limited to date, the increasing availability of commercial
perfusion CT software may lead to further development of
these applications.

Technical considerations

Effective clinical application of perfusion CT as des-
cribed above, requires a robust implementation of the
technique. The determination of tissue perfusion using CT
is based on examining the relationships between the arte-
rial, tissue and potentially the venous enhancement after
the introduction of a bolus of contrast material (Figure 3).
Repeated rapid CT scans are acquired at the same location
to allow determination of time-attenuation curves (TAC).
Several methods have been developed for analysing these
curves to obtain a perfusion value, some of which have
been made commercially available by the major CT
vendors. The perfusion methods have been developed
from indicator dilution theory (moments method), com-
partmental analysis (slope method) and a linear systems
approach (deconvolution method). The later phases of
contrast enhancement can also be analysed to quantify the
permeability of capillaries, including the BBB. The theo-
retical basis for each method is available elsewhere [1, 50,
55–60] and summarized in the appendix.
All the techniques are based on the intravenous admin-

istration of iodine based CT contrast material and the
fact that the change in attenuation due to this con-
trast material is directly proportional to the concentra-
tion of the contrast material. Thus the enhancement,
expressed as a CT number or Hounsfield Unit (HU), can
be directly used in tracer based techniques. The series of
images obtained as the bolus of contrast material washes
into and out of the tissue must contain at least one

Figure 3. Simple compartment model.
Typical arterial, a(t), tissue, c(t), and
venous, v(t), time enhancement curves. Note
secondary peak in arterial curve due to
recirculation.
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non contrast-enhanced image to act as a baseline. The base-
line image is subtracted either on a pixel by pixel or regional
basis, from the remaining image set to obtain time
enhancement data. The use of regions of interest allows
the generation of organ, regional or pixel time enhance-
ment curves, also termed TACs.

Commercial implementations

Siemens (Erlangen, Germany) have implemented the
slope method to calculate perfusion. Blood volume and
time to peak enhancement parametric maps are also calcu-
lated as well as a temporal maximum intensity projection
(tMIP), which provides a maximum enhancement image.
The blood volume value is obtained from the ratio of peak
tissue enhancement to the peak arterial enhancement. This
formulation for blood volume was presented by Koenig
[61] and is an approximation of the method of Axel [1],
which used the ratio of the areas rather than the maximum
enhancements. Time to peak is determined as the time
from the arrival of the contrast material in major arterial
vessels to the peak tissue enhancement. Partial volume
concerns are avoided in cerebral perfusion studies by the
suggested use of the superior sagittal sinus as an input.
Pixels outside the skull are excluded from analysis. Bone
and cerebrospinal fluid pixels are excluded by using
threshold HU values. Typical acquisition parameters for
cerebral perfusion are a 32 s cine acquisition at 1 image
per second with a 10 mm slice thickness at 120 kVp and
210 mA using 50 ml of 370 mg ml21 contrast material
injected at 20 ml s21 [61].

The Philips (Best, Netherlands) CT Perfusion package
[62] also uses the slope method to calculate perfusion
maps, but offers the Mullani–Gould formulation as an
option. tMIP image, peak enhancement image, time to
peak enhancement and MTT maps can also be calculated.
The MTT is calculated as the full width half maximum of
the tissue time enhancement curve. Processing requires a
region of interest to be placed inside a major artery to
generate an arterial time enhancement curve; this curve is
smoothed and then used to determine the peak enhance-
ment. Pixel thresholds can be set to exclude air and bone.
A major vessel threshold can be set to exclude all pixels
above a percentage, e.g. 20%, of the peak enhancement.
Typical acquisition parameters for cerebral perfusion are a
30 s to 40 s cine with acquisitions every second, (every 2 s
as a minimum rate), using 40 ml of contrast material
injected at 8 ml s21 with the intention to achieve an
enhancement of 6 HU to 8 HU in white matter.

The deconvolution approach has been implemented by
G.E. (Milwaukee, USA). This allows calculation of para-
metric maps for regional blood volume, regional blood
flow and MTT. A tumour protocol also allows the
calculation of a permeability surface requiring a longer
acquisition series to obtain data from the delayed wash out
of the interstitial contrast material. Typical acquisition
parameters for cerebral perfusion are, a 45 s cine with a
1 s interval, retrospectively reconstructed to a 0.5 s inter-
val, with twin 5 mm slices or a single 10 mm slice acquired
at 80 kVp using 190 mAs to 200 mAs. For these acquisi-
tion parameters a bolus of 40 ml of 370 mg ml21 strength
contrast material injected at 4 ml s21 can be used. The
analysis package offers a motion correction for in-plane
movement. Cerebral perfusion requires a venous region of

interest to scale the arterial time density curve to avoid
partial volume problems. Air and bone pixels are excluded
from calculations by using HU value thresholds, typically
0 HU to 120 HU.

Validation and reproducibility

The methods for CT perfusion have typically been
validated against either microsphere methods in animal
studies or stable xenon washout methods in humans. The
Moments method has been validated using microsphere
measurements of regional cerebral perfusion in dogs [63]
and compared with xenon wash out studies in humans
[64]. The Mullani–Gould formulation similarly has been
validated against microspheres in canine myocardial
studies [2, 65, 66]. The slope method has been successfully
used and quantitatively validated for abdominal organs
and the brain [5, 51, 54, 61, 67–69]. However, the slope
method will underestimate the perfusion where the ‘‘no
venous outflow’’ assumption is broken, i.e. where some
contrast material wash out occurs prior to the time of the
maximum slope of the tissue TAC. The constrained
deconvolution method has been validated against micro-
spheres in studies of rabbit cerebral blood flow [59] and
against stable xenon CT in human cerebral studies [70].
Interscan repeatability was assessed by Nabavi et al [71]

using the deconvolution method. Repeated cerebral
perfusion studies in dogs (n54, two scans each) showed
increased variability in white (35%) to grey (31%) matter
and from small (34%) to large (26%) regions of interest.
Variability of similar magnitude was seen by Cenic et al,
also with the deconvolution method, in cerebral perfusion
studies in normal rabbits [59] (n55, two or three scans
each) and in rabbits (32.5%) with brain tumours (n53, two
scans each) (13.2%) [60]. Gillard et al [72], using the slope
method, showed little variability in repeated CT perfusion
studies in 7 patients 24 h apart (r50.88). This data pro-
duced a variability of 13% when re-analysed using the GE
deconvolution software (Griffiths MR 2002, personal
communication).
Griffiths (preliminary PhD submission, Queensland

University of Technology, 1999) showed a good inter-
operator reproducibility (n543 patients r50.94) for splenic
perfusion calculated using the slope method with an
interoperator variability of 8%. Similar interoperator
results were reported by Blomley et al [68], using the
slope method and electron beam CT, for peak aortic CT
number (r250.99) and liver slope values (r250.83) in 27
and 10 patients, respectively.
Preliminary investigations of the comparability of per-

fusion values from the slope and GE deconvolution
method in lung lesions (n516) and the spleen (n520)
showed good correlation (r50.86, r50.90), respectively
(Griffiths MR, 2001 personal communication). The slope
method showed consistently lower perfusion values than
the deconvolution method, however, this may be partially
due to the application of a vessel exclusion algorithm in
the slope method used. Similar results were observed in a
small cerebral perfusion series (n56) where the correlation
improved from 0.67 to 0.79 with the vessel exclusion
algorithm disabled. Caution is urged in the comparison of
results from different methods until there is further
standardization or cross calibration of results.
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Practical considerations in the application of perfusion CT

Acquisition parameters
CT perfusion studies have been performed at a range

of X-ray energies and beam intensities, from 120 kVp at
210 mAs to 80 kVp and 80 mAs. Wintermark et al [73]
compared the use of 80 and 120 kVp at 200 mAs on
cerebral contrast material enhancement using pre and post
enhancement images after a bolus of contrast material.
80 kVp gave increased enhancement, greater contrast
between white and grey material and lowered the radiation
dose by a factor of 2.8 compared with 120 kVp. The
difference in noise between 80 kVp and 120 kVp images
was not significant. However, the CT perfusion was not
calculated from this data. The radiation dose from a CT
perfusion study consisting of a 25 image cine at 2 s
intervals using 80 kVp, 200 mAs was 29 mGy absorbed
dose to the brain and effective dose of 1.2 mSv [70]. This
dose is less than the reference dose for a standard cerebral
CT examination (2.5 mSv) but the net dose will vary with
acquisition parameters and the number of images.

The slope method requires good contrast material
enhancement with minimum noise in those images used
to calculate perfusion. However, it generally has a shorter
acquisition time and may be able to use acquisition
parameters with a greater radiation dose per image. The
deconvolution method is not as sensitive to noise in any
particular image but in general requires more images. Thus
optimum acquisition parameters may have a lower dose
per image, but lead to a similar radiation dose due to a
greater number of images. There will always be a trade off
between radiation dose and increased temporal resolution.
The optimal acquisition parameters to provide accurate
CT perfusion while minimizing patient radiation dose
remain to be determined for each method.

Arterial input
Perfusion CT assumes that the TAC for the vessel in the

field of view is the same, with a time shift, as that of the
tissue’s feeding vessel. This assumption should hold where
there is no stenosis between the feeding vessel and the
vessel of the imaged tissue and there is no significant
circulation from collateral vessels or other circulation
abnormalities.

The use of small vessels to obtain the arterial TAC will
underestimate enhancement due to partial volume effects.
Cenic et al [59] examined the extent of the partial volume
effects in a phantom and showed there was negligible
effect for arteries with internal diameters greater than
1.73 mm. Many cerebral arteries are smaller than this. CT
perfusion applications in the brain generally use enhance-
ment within the sagittal sinus as a measure of the maxi-
mum arterial enhancement or to re-scale the arterial time
enhancement curve. This approach is reasonable in the
brain due to the retention of contrast material within the
vascular system by the BBB and the relatively small peak
broadening of the bolus during transit through the brain.
The use of a venous curve to correct for partial volume
effects is not appropriate outside the brain. However,
elsewhere in the body an appropriately large artery can
often be found on the CT slice.

The slope of the tissue enhancement curve, the time
taken to reach the maximum slope and maximum arterial
enhancement are dependent on the bolus volume, the rate

of injection and the patient’s cardiac output. While
variations in these parameters have little impact on the
deconvolution method, they can affect the slope method.
Bell [74] studied the effect of bolus size in radionuclide
perfusion studies using the slope method. Significant
reduction of perfusion values has been shown with boluses
greater than 20 ml when hand injected. This is likely to be
due to violation of the no outflow assumption when the
bolus is given over too long a period. Perfusion CT uses
machine injectors and large cannulae achieving greater
injection rates thus minimizing this limitation. Injection
rates of up to 20 ml s21 have been previously used in
dynamic CT studies [61]. These were well tolerated,
although concerns about patient safety have been raised.
The optimum bolus size and delivery rate has not been
carefully studied in perfusion CT.

Units and corrections
The unit used to express perfusion reflects the area

of research in which the application was developed.
Traditionally cerebral perfusion has been reported as
millilitres of blood per minute per 100 grams of wet tissue,
ml min21 100 g21, while other applications have used
millilitres of blood per minute per millilitre of tissue,
ml min21 ml21. CT perfusion, which is based on the
determination of the change of contrast material per voxel
or volume element, derives perfusion in ml min21 ml21.
This measurement can be converted to a flow rate per unit
mass of tissue by using a value for the physical density of
tissue. Typically 1.05 g ml21 is used for brain tissue.
Absolute measurement of perfusion is dependent on the

cardiac output at the time of measurement, follow up
studies may reflect variations in cardiac output as much as
a changed clinical condition. To normalize perfusion
values Miles et al [6] has proposed the standardized per-
fusion value (SPV) as the perfusion scaled by the whole
body perfusion, expressed as cardiac output over weight.
Cardiac output may be determined from the arterial
input TAC provided the dose of contrast material is
known.
CT contrast material remains in the extracellular

fraction of blood and thus perfusion values may be
altered where the haematocrit of the blood in the artery
and the tissue differ. A correction for this effect can be
applied by scaling the tissue enhancement curve by a
factor y 5 (12H)/(12rH), where r is the ratio of tissue to
artery haematocrit and H the arterial haematocrit [60]. A
typical value for r of 0.7 is used in the GE implementation
of the deconvolution method. However, this can be
adjusted, for example to 0.85 for small infants.

Limitations of perfusion CT

One of the principal limitations of CT perfusion is the
limited sample volume. Even with multislice scanners the
maximum axial field of view is of the order of 20 mm. This
makes the choice of location for the investigation critical
as only a limited section of the organ of interest can be
studied. Roberts [75] suggested ‘‘toggling’’ the scan table
between two locations during the acquisition to allow
examination of two separate locations, however the tem-
poral resolution was reduced from 1 s to 5 s. In a study of
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9 patients using the deconvolution method they found a
single table position would have underestimated or missed
blood flow abnormalities in 9 of the 12 patients.

Any movement of the patient during repeated imaging
of the same tissue volume over extended periods of time,
potentially up to 2 min for permeability studies, will cause
errors in the perfusion values. Patient motion entirely
within the plane of the image, whether translation or
rotation, may be corrected by the use of image registration
methods. Patient motion out of the image plane leads to
the loss of data, although there may be some limited
ability to track moving tissue from slice to slice in
multislice studies. Patient motion due to breathing will
pose continuing problems for perfusion CT, even with
careful instruction of the patient. Miles et al [6] in a study
of 16 lung nodules rejected 6 owing to excessive motion or
attenuation artefacts. Respiratory gating may ameliorate
some of the motion problems, although at the expense of
temporal resolution.

Beam hardening artefacts in any of the image set used to
determine CT perfusion can have a significant effect on the
final perfusion value. The typical tissue enhancement seen
in CT perfusion studies is of the order of 10 HU. CT
perfusion techniques must be carefully applied where there
are attenuation artefacts in the field of view, e.g. from
prostheses or around anticipated high concentrations of
contrast material in the heart.

Future developments

Further development of commercial software can be
anticipated with the release of packages for the measure-
ment of liver perfusion and capillary permeability in
particular. Packages that calculate the SPV, analogous to
the standardized uptake value used in PET [6], would also
be advantageous for oncological applications. New image
acquisition protocols will enable measurement of multiple
physiological parameters in one examination. Development
of new contrast agents with longer intravascular residence
times may also overcome some of the complexities of
physiological modelling required for conventional contrast
agents that exhibit two-compartment pharmacokinetics [18].

Application of perfusion CT to multislice systems will
enable physiological parameters to be captured over larger
tissue volumes, removing the current limitation of a single-
slice study generally required for dedicated perfusion and
permeability measurements [75]. More sophisticated CT
technologies that vary the X-ray exposure during scan
rotation may allow reductions in the radiation dose asso-
ciated with repeated volume acquisitions. Respiratory
gating could reduce misregistration artefacts for abdom-
inal functional CT whilst cardiac gating may facilitate
measurement of myocardial perfusion.

The advent of integrated PET/CT systems creates oppor-
tunities to combine CT perfusion measurements with PET
data on glucose metabolism or other physiological pro-
cesses. One possibility would be to correct PET measure-
ments of FDG uptake for perfusion in order to evaluate
FDG tissue extraction more precisely. Combined imaging
could also be useful for the in vivo investigation of the
complex relationship between angiogenesis and glucose
metabolism in ischaemic tissue and tumours.

Summary

Perfusion imaging redefines CT as a technique that can
now depict vascular physiology in addition to detailed
anatomy, a transition that parallels William Harvey’s
demonstration of the circulatory nature of blood flow at a
time when comprehensive knowledge about the structure
of the vascular system had existed for centuries. The
accumulated data on technical validation and clinical
application at this time have reached a critical mass
sufficient for equipment manufacturers to offer perfusion
CT software packages commercially. Perfusion CT is
readily incorporated into the patient’s routine CT
examination, conferring a worthwhile enhancement to
the conventional CT evaluation of acute stroke, cancer
and other emerging clinical applications.
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Appendix

Indicator dilution theory: moments method

Indicator dilution theory was used by Axel [A1], to
develop the basis for the Moments method. Axel showed
that, for a non-diffusible tracer, the area under the tissue
time density curve divided by the area under the arterial
time density curve is the relative tissue volume. The
moments method was further refined by Gobbel [A2] who
showed that the difference in the centre of gravity of the
tissue and arterial time density curves is related to the
mean transit time. This allows the calculation of the blood
flow as the ratio of the blood volume to mean transit time,
Equation (1).
This approach assumes a single pass of contrast

material, thus the tissue and artery time attenuation
curves (TACs) need to be modelled to remove recirculation
effects, typically by using a gamma variate fit [A3]. The
moments method does not require any information from a
venous TAC.

ð1Þ
Blood flow~

blood volume
mean transit time

~n

AUC tissue
AUC artery

StissueT{SarteryT

where n~
1{Hctartery
� �

1zk2
� �

2 1{rHctartery
� �

1{mð Þ

AUC is the area under curve, r is the ratio of tissue to
artery haematocrit, Hcttissue/Hctartery, m accounts for
difference in contrast material arrival time between the
measured artery and the true tissue artery. k is the ratio of
the standard deviation of tissue transit times to the mean
transit time. The method assumes that the value of k is
constant across the tissue. This may not be true for an
organ with differing circulation paths.
ntissuem and narterym are the centres of gravity for the

tissue and artery time density curves and are calculated as
their first moment, (Equation 2)

ð2ÞStissueT~

Ð?
0
tc(t)dt

Ð?
0
c(t)dt

and SarteryT~

Ð?
0
ta(t)dt

Ð?
0
a(t)dt

Typical artery and tissue curves are shown in Figure 3.
The use of the gamma variate to model these curves also
allows calculation of the integral to infinity.

(1)

(2)
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Compartmental analysis

Compartmental analysis is often considered a black box
type analysis for the study of the flow of a tracer through a
system. The tracer, contrast material in the case of CT, is
modelled as entering an organ via an artery and rapidly
distributing uniformly within the blood vessels and
extracellular space, and then after a short interval starting
to leave the organ via a vein. The simplest approach to
calculate perfusion is based on the conservation of mass
within the system, the Fick Principle, which, in strict form,
requires arterial, tissue and venous time concentration
curves and is often termed the draining vein assumption
method. Perfusion (flow/volume: F/V) is calculated as the
concentration of contrast material in the tissue divided by
the difference between total amount of contrast material
that has flowed into the tissue and the amount of contrast
material that has flowed out of the tissue, thus at time t9

ð3Þ F
V
~

c(t0)
Ðt0
0
a(t)dt{

Ðt0
0
v(t)dt

where c(t9) is the concentration of contrast medium in the
tissue at time t9, the integrals of a(t) and v(t) from 0 to t9
can be calculated as the area under the arterial and venous
time attenuation curves. Clearly this method is generally
impractical due to the requirement to determine time
attenuation data for the artery, tissue and vein from a time
series of CT images at a single level. Thus, two methods
have been developed that avoid the need for venous
measurements by determining tissue and arterial concen-
trations prior to the time the contrast material starts to
flow out of the tissue.

Mullani–Gould formulation

This relationship is variously referred to as the ‘‘No
Venous Out Flow Method’’, the ‘‘Sapirstein Principle’’
[A4], the ‘‘Single Compartment Formulation’’ or the
‘‘Mullani–Gould Formulation’’ [A5]. By restricting the
time of measurement to prior to the time the contrast
starts to flow out of the tissue, the venous term in the
denominator of Equation (3) becomes zero.

ð4Þ F
V
~

c(t0) maxj
Ðt0
0
a�(t)dt

Typically perfusion is calculated at a time, t9, such that c(t)
is a maximum, i.e. peak tissue enhancement, and a*(t) is
the gamma fit to the arterial curve to correct for
recirculation. The method is prone to underestimation of
higher values of perfusion as the assumption of ‘‘no
venous washout’’ is violated at high flow. Failure to
correct the arterial time enhancement curve for recircula-
tion can lead to an over estimation of the area under the
curve causing a decrease of perfusion values.

Slope method

The slope method allows calculation of perfusion from a
shorter time series and is analogous to a differentiation
with respect to time of the Mullani–Gould Formulation

(Equation 4). Perfusion (F/V) can be calculated as the
maximum slope of tissue enhancement curve divided by
the maximum arterial enhancement,

ð5Þ F
V
~

d
dt½c(t)� maxj
a(t) maxj

The principle advantage of the slope method is that it
allows calculation of the perfusion sooner, as the tissue
time enhancement curve reaches its peak gradient well
before its peak enhancement value. This reduces the
chance of the no venous out flow assumption being
broken. The peak arterial enhancement and maximum
slope in most tissues occur prior to any recirculation thus
avoiding the requirement of curve modelling. The earlier
time of perfusion assessment also reduces the likelihood of
patient movement and may enable perfusion studies in a
single breath hold. However, the slope technique is
innately sensitive to noise as the data set is differentiated.
Perfusion is effectively calculated from only four images, a
baseline, the maximal arterial attenuation image and the
two consecutive images displaying the greatest difference
in tissue enhancement. Noise in any of these images will
directly affect perfusion values.

Linear systems, deconvolution method

The time invariant linear systems model takes quite a
different theoretical approach to that used in compart-
mental models. The method is based on modelling the
tissue’s impulse response function (IRF) which is the time
enhancement curve of the tissue due to an idealized
instantaneous injection of one unit of tracer. The IRF can
be considered to represent the distribution of transit times
in the tissue. The IRF is characterized by an almost
instantaneous rise to a plateau, as the contrast material
enters and remains within the tissue, which then decays as
the contrast material flows out of the tissue. The IRF is
sometimes referred to as the impulse residue function, as it
characterizes the amount of contrast remaining in the
system after a unit bolus. The response function could, in
theory, be directly measured by giving a small, fast
injection of contrast material directly to the feeding artery
of the organ, however, this is generally overly invasive.
The response function from an idealized bolus can be

used to determine the response to complex inputs if the
system has certain basic properties: (a) Time Invariance;
the behaviour after a given injection is independent of the
time the injection is administered, (b) Superposition; if an
input x1 causes an output of y1 and similarly for x2 and y2
then an input of x1+x2 causes and output of y1+y2 and (c)
Linearity; if an input of x causes an output of y, then ax
causes an output of ay.
A complex input can be considered as a series of scaled

and time shifted perfect boluses thus similarly the system’s
response can be represented as the sum of a correspondingly
scaled and time shifted series of responses functions,
mathematically this is termed a convolution, represented
as fl, e.g. for any generalized system

ð6Þoutput~input6R(t)

where R(t) is the IRF. It was shown by Meier [A6] that the
tissue time attenuation curve can be represented as

(3)

(4)

(5)

(6)
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the perfusion multipled by the arterial time attenuation
curve convolved with the impulse response function:

ð7Þc(t)~ F
V
.a(t)6R(t)

Thus the information about the time shifts and the scaling
of the impulse response functions to determine the net
tissue response is contained in the perfusion value and
the form of the arterial enhancement curve. Hence,
Equation 7 can be rearranged as:

ð8Þc(t)~a(t)6
F
V
.R(t)

where the tissue perfusion, F/V, can be considered as a
scaling factor for the IRF (Figure 4). Dynamic CT
measures the tissue, c(t), and arterial, a(t), time attenua-
tion curves and a de-convolution of these allows the
calculation of the perfusion scaled response function, F/V
R(t). Perfusion, F/V, can be obtained from the plateau
height of the F/V R(t) curve since R(t) at t50 has unit
height as it is defined as arising from a unit volume bolus.

The mean transit time can be determined from the area
under the R(t) curve divided by the height of the R(t)
plateau, [A7]. Since the height of R(t) plateau is normal-
ized to 1, the area under R(t) is the mean transit time. The
central volume principle allows calculation of blood
volume as blood flow times the mean transit time. Thus
the area under the perfusion scaled IRF determined from
the deconvolution process gives the Blood Volume, (MTT
multiplied by perfusion).

The de-convolution of arterial and tissue TAC can be
very sensitive to noise, potentially producing multiple,
equally likely mathematical solutions for the IRF.
However, many of these are physiologically improbable,
e.g. requiring rapid and large reversals of blood flow.
Typically the deconvolution process is constrained such

that the derived response function must be positive and
smooth with a shape similar to Figure 4 [A8].
The deconvolution method assumes that the contrast

material is non-diffusible. While non-diffusibility is a
reasonable assumption in the brain, it is not the case for
other organs, nor in the case of brain tumour disruption to
the blood–brain barrier. Generally, leakage into the
interstitial space is slow with respect to the transit time
of the contrast material and assuming diffusion is zero
only leads to small errors in most organs. Quantitative
permeability information can be obtained by the use of
Cenic’s alteration of the deconvolution method which
modelled perfusion in brain tumours as the sum of two
IRFs, one owing to intravascular tissue perfusion and
the other modelling the flow of contrast material into the
extravascular space [A9]. This adaptation allows the
deconvolution method to provide permeability values as
well as perfusion but requires a longer data acquisition
period to determine the outflow characteristics of the
extravascular contrast material.

Patlak plot

Quantitative data about the permeability of tissue
capillaries, including the blood–brain barrier, can also be
obtained using a Patlak plot [A10] in which a two
compartment model (blood and tissue extra cellular fluid,
ECF) of the dynamic CT data is used.
Consider the oneway transfer of contrast medium from

the blood to the ECF with a blood clearance value of
contrast, a. The amount of contrast medium that has left
the blood will be a times the amount of blood that has
flowed through the tissue. The concentration of contrast
medium or the enhancement of the ECF will be a/V6
AUC of the blood curve, where V is the volume of the
tissue. The enhancement of the tissue due to blood in the
tissue is determined by the relative blood volume to tissue
volume (rBV) multiplied by the concentration of contrast
medium in the blood. Thus the total concentration of
contrast medium, i.e. enhancement of the tissue at time t9

is given by the sum of the concentrations of the contrast
medium in the blood and ECF.

ð9Þc(t0)~rBV b(t0)z
a
V

ðt0

0

b(t)dt

Rearranging Equation 9 gives:

ð10Þ c(t
0)

b(t0)
~rBVz

a
V

Ðt0
0
b(t)dt

b(t0)

which is in the form of y5mx+c. Thus, a plot of the ratio
of the tissue to blood concentration, c(t9)/b(t9), against the
ratio of the AUC of the blood curve to the blood

concentration,
Ðt0
0
b(t)dt=b(t0), for various time values, t9, has

an intercept of the tissue’s relative blood volume and a
slope equal to the blood clearance per unit volume or
permeability.

Figure 4. Perfusion scaled impulse response function (IRF).
The perfusion (flow over volume) scaled IRF curve initially
rises instantaneously to a plateau while all of the contrast
material is in the tissue. The length of the plateau is the mini-
mum transit time. The curve will fall to zero as the contrast
material is washed out. Perfusion is given by the height of the
plateau, the blood volume by the area under the curve. Mean
transit time is blood volume divided by the perfusion.

(7)

(8)

(9)

(10)
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