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Abstract—A novel computational particle-hemodynamics
analysis of key criteria for the onset of an intraluminal
thrombus (ILT) in a patient-specific abdominal aortic aneu-
rysm (AAA) is presented. The focus is on enhanced platelet
and white blood cell residence times as well as their elevated
surface-shear loads in near-wall regions of the AAA sac. The
generalized results support the hypothesis that a patient’s
AAA geometry and associated particle-hemodynamics have
the potential to entrap activated blood particles, which will
play a role in the onset of ILT. Although the ILT history of
only a single patient was considered, the modeling and
simulation methodology provided allow for the development
of an efficient computational tool to predict the onset of ILT
formation in complex patient-specific cases.

Keywords—Patient-specific AAA, Computational analysis,

ILT onset criteria.

INTRODUCTION

Abdominal aortic aneurysm (AAA) rupture is the
tenth leading cause of death in the United States.5 In
fact, there is ample evidence that this pathological
condition has the potential to be of long-term concern
in the medical field.12 For this reason, it is vital to
establish the physico-biochemical causes of AAA
rupture18,42 and determine the best treatment options.

Often associated with aneurysms is a layer of
intraluminal thrombus (ILT), formed following a

complex physico-biochemical process inside the aneu-
rysm sac, which is present in approximately 75% of all
AAAs.43 It has been argued that in some cases an ILT
is beneficial, i.e., it forms locally a ‘‘new blood con-
duit’’ and may ‘‘dampen’’ the pressure-wave impact on
the AAA wall. In contrast, other studies show that an
ILT can be a factor in the overall risk of aneurysm
rupture, potentially being a source of proteolytic
activity and condensed inflammatory response as well
as a site of local wall thinning, weakening, and
hypoxia.15,38,41 In any case, ILT formation and growth
is an ongoing process that involves a myriad of
hemodynamic and biochemical stimuli, primarily
including the activation, coagulation, and clotting of
platelets and other blood particles. Evidence for such
behavior is seen in the direct relationship between ILT
and AAA volume.12,37,38,40 Hemodynamic aspects of
continuous ILT development related to an expanding
idealized AAA geometry were discussed by Salsac
et al.29,30 and Lasheras.19 They illustrated significant
flow separations present throughout the cardiac cycle
in progressively enlarging AAA geometries. Similar
transient patterns of flow separation in the down-
stream expanding region of a stenosed vessel were
shown by Raz et al.28 to entrap platelets and activate
their clotting mechanism revealed by the direct rela-
tionship between recirculation time and platelet acet-
ylated thrombin generation. Yamazumi et al.46 also
showed that AAA hemodynamics exhibits an activated
state of coagulation and fibrinolysis that is correlated
with the aneurysm morphology (neck angle, tortuosity,
and size). Contributing to the activated state of coag-
ulation, Houard et al.14,15 reported elevated amounts
of blood-borne proteases and fibrinolytic enzymes that
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are retained in the aneurysm lumen entrapped in the
local patterns of flow recirculation. Touat et al.39

illustrated the enhanced coagulation properties of
blood particles in ILT by measuring their clotting time
compared against a control state of enriched media.
Interestingly, the particles from the luminal ILT layer
had the shortest clotting time and thus exhibited the
highest degree of fibrin generation coinciding with
the enhanced presence of fibrin in this ILT layer. The
elevated activation level of platelets in AAAs was
further illustrated by Dai et al.6 when by inhibiting
platelet clotting, they found that fewer leukocytes
infiltrate the ILT and the AAA wall retained a higher
degree of mechanical integrity in a murine AAA
model. The multi-scale modeling papers by Fogelson
and Guy,8 Pivkin et al.,26 and Xu et al.45 are recent
examples of computer simulation studies address-
ing fundamental processes of particle–wall interac-
tion, platelet activation and subsequently thrombus
formation.

To date there have been a few studies modeling
blood particle trajectories in patient-specific AAAs.
For example, Basciano et al.2 analyzed steady flow
patterns influencing particle entrapment in a patient-
specific AAA with elevated particle residence times
and future ILT development. Salsac et al.31 used an
Eulerian–Lagrangian fluid-particle methodology to
model the trajectories of particles in AAAs and further
confirmed that AAA hemodynamics moves platelet-
like particles towards the aneurysm wall. Biasetti et al.3

analyzed the hemodynamics inside AAAs and showed
elevated flow separation and recirculation when com-
pared to the flow fields of a healthy abdominal aorta.
This indicates that AAAs possess the necessary hemo-
dynamic conditions coinciding with biological trends
of elevated coagulation and activation of the platelet
clotting mechanism. They further postulated that
platelets are activated as they enter into the aneurysm
bulge and, when later entrapped in the recirculation
zones, they preferentially attach to the already existing
ILT or the AAA wall in distal regions of the vessel.
Their postulate is somewhat confirmed by multiple
anatomic studies showing eccentric volume distribu-
tions of ILT with some prevalence seen in the distal
anterior region of the AAA.7,11,12,23 Based on a com-
putational analysis, Rayz et al.27 observed thrombus
deposition in certain regions of three patient-specific
geometries with an increase in ‘‘flow residence time’’
and low AAA wall shear stress.

Biological experiments are difficult to use for vali-
dation because they would require biopsied ILT sam-
ples, which cannot be easily obtained from an AAA
patient during the course of the disease at regular
clinical follow-ups. Thus, we computationally analyzed
the AAA hemodynamics employing data sets obtained

from a patient placed under periodic surveillance for
3 years. Of special interest were the patient-specific,
biomechanical factors/processes for the onset of ILT
formation. The key ILT onset criteria considered
include regionally complex hemodynamics, activation
of primary cellular components of blood, mainly
platelets, and blood particle entrapment in hemody-
namically unique AAA regions.

METHODS

The methods for computational fluid-particle
dynamics simulation of particle-hemodynamics in a
patient-specific AAA configuration to predict the onset
of ILT formation include: construction of the com-
putational domain, i.e., AAA geometry plus mesh
generation; specification of the governing equations for
blood flow and particle transport subject to appropri-
ate inlet/outlet boundary conditions; and the hemo-
dynamic criteria for ILT onset which, of course, may
also relate to future ILT growth.

Construction of Patient-Specific Computational Mesh

To analyze the continual ILT formation process, a
representative patient’s history of AAA and ILT
development was obtained with prior approval of a
human subjects research protocol by the Institutional
Review Board at Allegheny General Hospital (Pitts-
burgh, PA). The computed tomography angiography
(CTA) images of the electively repaired AAA were
acquired and segmented using an in-house segmenta-
tion algorithm following a procedure described by
Shum et al.34 and applied by Martufi et al.22 and Shum
et al.35,36 for geometric analysis and risk stratification of
AAA population subsets. The 3D anatomical geometry
was obtained via reconstruction of the segmented
images with subsequent surface meshing, using Sim-
pleware (Simpleware Ltd., Exeter, UK). In addition,
the lumen of the geometry was truncated at the infra-
renal aorta and common iliac artery locations to be
normal to the centerline flow direction. CAD software
Rhinoceros (McNeel North America, Seattle, WA) was
used to create the normal boundary profiles.

After completion of the geometry files, ICEM CFD
(ANSYS Inc., Canonsburg, PA) and SolidWorks
(Dassault Systèmes SolidWorks Corp., Concord, MA)
were used to refine the normal plane at the boundaries
and calculate the volumes of the AAA lumen and the
ILT. Interestingly, a rapid increase in ILT volume was
seen at specific times between the patient’s diagnostic
exams. Figure 1 depicts the patient’s AAA volume
history with accompanied geometric shapes (red
domain is the blood lumen and tan is the ILT) at
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specific times, where the AAA sac volume was calcu-
lated as the sum of the AAA lumen and ILT volumes.

The noted increase in ILT volume (see green AAA
thrombus curve) is noted mainly between May 2005
and March 2006. However, while the AAA lumen
volume of May 2005 may be slightly larger than the
one of Decemeber 2004, that geometry has more
luminal bulges and a more severe neck angle. Thus, to
investigate ILT formation and test if any bulges cor-
relate with potential particle entrapment and deposi-
tion, the December 2004 lumen geometry was used as
the computational domain for the AAA particle-
hemodynamics analysis.

ICEM CFD was employed to generate a mesh of the
patient-specific computational AAA lumen; the lumen
boundary was divided into multiple sections and prism
elements of varying heights were generated along the
lumen boundaries to capture accurately the high gra-
dients of near-wall velocity flow. Variable prism
heights were used to ensure they did not overtake the
smaller diameters of the common iliac arteries. The
distance from the no-slip boundary to the nearest node
was prescribed to be 0.25 mm in the AAA region and
0.13 mm in the iliac zones, where six prism layers of
equal thickness were extruded from the nearest node at
the wall. The number of prism layers and their indi-
vidual thickness were selected, based on trial-and-
error, to accurately capture the near-wall velocity
gradients for transient laminar internal flow. The
other part of the flow domain was discretized with

unstructured tetrahedral elements. Extensions equiva-
lent to three times the vessel diameter of the inlet and
outlet boundaries were inserted to reduce the inaccu-
rate influence of local boundary conditions and pres-
ence of unnatural wall shear stress vectors at the AAA
region proximal location. Both the inlet and outlet
extensions utilized reduced extension lengths (i.e., less
than five or ten times the lumen diameter as typically
assumed) to achieve manageable solution/calculation
times and to reduce the unnatural momentum influ-
ence the extensions would exert on the fluid streamlines
and Lagrangian particles. Additionally, the circular-
like cross-section and natural length of the iliac arteries
enabled a reduced length for the outlet extensions to
achieve stable flow through the outlets with little
influence on the flow field in the AAA sac, as illus-
trated in Basciano.1

A mesh independence test was performed using
steady flow simulations with an inlet Reynolds number
of 1400, outlet boundary conditions of 100 mmHg,
and a specified solver root mean square (RMS) resid-
ual of 1 9 1025. The previously determined prism-
layer parameters were not further varied during the
mesh refinement tests. The final hybrid mesh, gener-
ating velocity field and wall shear stress results inde-
pendent of further refinements, had 712,304 nodes and
1,937,461 elements (1,031,125 tetrahedrals and 906,336
prisms). An important note is that the total element
density is less than those reported by Les et al.,20 but
their domains are also larger and their geometry files

FIGURE 1. Patient’s AAA volume history and accompanying geometries (red AAA region is the blood lumen and tan AAA region
is the ILT).
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have been converted to smooth surfaces (B-spline or
NURBS) that are not represented by triangulated faces
and allow for more extensive refinement capabilities.
For the current study, the mesh refinement analysis has
shown sufficient independence, yet also exceeds the
spatial discretization refinement reported by many
other AAA computational studies including those that
reproduced experimental flow fields (e.g., Boutsianis
et al.4 and Frauenfelder et al.10).

Transport Equations and ILT Onset Criteria

The underlying assumptions for describing particle-
hemodynamics equations include laminar flow of a
blood-like fluid with one-way coupled spherical parti-
cle transport in rigid conduits. The specific flow
equations and associated Quemada viscosity model for
the blood rheology plus boundary conditions are given
in Kleinstreuer,17 among many other sources. Thus, in
light of the present topic, the focus is on the particle
trajectory equations. As implied, particle–particle col-
lisions are neglected and the particle motion does not
influence the flow field of the carrier fluid. Such a
model is a simplification of physical reality, but is
plausible in situations where the dispersed particles
form a dilute suspension, occupying a relatively small
volume fraction of the local fluid elements.17 An
important note is that red blood cells (RBCs) make up
approximately 45% of total blood volume, which
seemingly violates the use of a dilute suspension model.
However, the Quemada viscosity model captures the
macro-scale shear-thinning behavior of blood caused
by the RBC transport and, when combined with a
Lagrangian dispersed particle transport model, can
provide reasonable predictions of individual RBC,
WBC, and platelet trajectories through a continuum
model of whole blood.16,17,21

As described by Kleinstreuer17 and documented in
detail by Basciano,1 the primary forces in the govern-
ing equations needed for reasonably predicting particle
trajectories in the arterial flow fields of interest are the
frictional and form drag, pressure gradient, and grav-
itational forces:

mp
dvpi
dt
¼ FD

i þ FP
i þ FG

i ; ð1aÞ

where

FD
i ¼

1

8
pqpd

2
pCd vfi � vpi

� �
vfi � vpi
�� �� ð1bÞ

FP
i ¼ �d3p

p
6
rip ð1cÞ

FG
i ¼

p
6
d3p qp � qf

� �
gi ð1dÞ

Cd ¼
24

Rep
1þ 0:15Re0:687p

� �
ð1eÞ
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qf v

f
i � vpi
�� ��dp

lf

: ð1fÞ

Here, FD
i , FP

i , F
G
i , Cd, and Rep are the drag force,

pressure gradient force, gravity force, drag coefficient,
and particle Reynolds number, respectively. The drag
coefficient is specified with the Schiller–Naumann
empirical relation that adjusts the coefficient in the
transitional regions between viscous and inertial par-
ticle transport, while the particle Reynolds number is
defined according to a single particle’s slip velocity and
diameter. The arterial wall, for particle interaction,
was modeled as a perfect inelastic smooth wall, i.e., a
particle deposited when touching the surface.

As postulated, particle residence time (PRT) and
particle–wall shear stress (PTWSS) are two important
parameters to correlate hemodynamics to ILT onset.
To assist in evaluating PRT, a user-defined transport
variable was created to measure the residence time
distribution of the Eulerian fluid phase, which implies
that a fluid element represents an equivalent ‘‘fluid-
particle’’. Thus, the transport equation of a scalar
variable uð Þ that represents a spatially varying resident
time of the Eulerian carrier fluid can be expressed as:

@ qfuð Þ
@t

þri v
f
iqfu

� �
¼ ri qfDUriuð Þ þ Su0 ð2aÞ

where DU and Su are the scalar’s kinematic diffusivity
and a volumetric source term, respectively. The kine-
matic diffusivity was set to a numerical value that
would remove the term’s influence on the equation’s
calculation since diffusive transport is negligible for the
current system. Additionally, the source term was set
to unity over the AAA domain and the variable’s
dimensions were set to seconds. As a result, the sim-
plified transport equation reads:

@ qfuð Þ
@t

þri v
f
iqfu

� �
¼ 1: ð2bÞ

The time fluid ‘‘particles’’ require to traverse each
streamline was calculated by integrating the left hand
side of Eq. (2b) along the fluid streamlines.

To compute PTWSS, the average shear stress on the
particles’ surface was calculated from the viscous
(frictional) drag of the total drag force acting on a
spherical particle. Specifically,

FD
i ¼

ZZ

S

njsij þrip � l
� �

dA; ð3Þ

where njsij and �ip are the shear stress acting on the
particle surface and the pressure gradient across the
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object’s characteristic length, respectively. After com-
pleting the surface integrals for a spherical particle, the
magnitude of the total drag can be correlated with the
magnitudes of the shear and pressure forces. Equations
(4a–4c) define the drag force magnitude in terms of the
shear and normal force magnitudes:

FDj j ¼ nj�sij
�� �� � As þ ripj j � l � Ar ð4aÞ

nj�sij
�� �� ¼ speff ð4bÞ

As ¼ 4pR2
p; Ar ¼ pR2

p; l ¼ dp0 ð4cÞ

where nj�sij; speff; As, Ar, l, Rp, and dp are the spatial
average shear stress, the effective shear stress acting on
the particle, particle surface area, particle reference
area, characteristic length, particle radius, and particle
diameter, respectively. The drag force can also be cal-
culated utilizing the drag coefficient of a solid, imper-
meable object suspended in flow according to Eq. (5):

FDj j ¼ CD
qf

2
urj j2Ar0 ð5Þ

where CD, urj j; and qf are the drag coefficient, the
speed of the sphere relative to the fluid speed and the
fluid density, respectively. A single equation relating
the effective shear stress on the particle’s surface can
thus be derived by substituting Eqs. (4b), (4c), and (5)
into Eq. (4a), yielding:

speff ¼ 0:25 CD
qf

2
urj j2� ripj j � dp

h i
: ð6Þ

The relation can be further defined according to
specific particle-track variables calculated in the fluid-
particle hemodynamics simulations by substituting the
Schiller–Naumann drag coefficient (see Eq. 1e) and the
particle slip velocity (vrp) for CD and u, respectively. As
a result,

speff¼0:25 12
qf

Rep
� vrp
���
���
2

� 1þ0:15 Rep
� �0:687� �

� ripj j �dp
� �

:

ð7Þ

Hence, the effective shear stress acting on the cel-
lular components of blood can be calculated to assess
the potential role of platelet (PLT) and white blood cell
(WBC) shear stress activation in the elevated physio-
logical conditions of blood coagulation and clotting in
AAAs, and hence ILT formation/growth.

Numerical Method and Model Validations

The commercial finite-volume software ANSYS
CFX v12 (ANSYS Inc., Canonsburg, PA) was
employed to solve the conservation equations of

fluid and particle transport. A high-resolution iterative
upwind solution scheme was used to integrate the
advection term in the flow equations. The high-
resolution scheme uses nonlinear blending factors at
each node to lessen the smearing of high spatial gra-
dients by a first-order upwind difference scheme, while
preventing dispersive discretization errors of linear
blend factors and/or central difference schemes in
regions of high spatial gradients. An iterative, second-
order backwards Euler transient solution scheme
continued until the specified mass and momentum
maximum error residuals were less than the user-
specified threshold value. Each particle’s position was
calculated using forward Euler integration of the par-
ticle velocity with an integration time-step (dt):

xpNi ¼ xp0i þ vp0i dt; ð8Þ

where xpNi , xp0i , and vp0i are the new particle position
at the end of the particle integration time-step (dt)
the initial particle position at the beginning of the
particle integration time-step and the velocity at the
beginning of the particle integration time-step,
respectively. At the end of the particle integration
time-step, the new particle velocity was calculated by
the analytical solution to Eq. (1a). The transient,
iterative solution procedure used a constant time-step
of 1.25 9 1023 s and continued until RMS mass and
momentum maximum residuals were less than
1.0 9 1025. The selected time-step was two orders of
magnitude below the time needed for a fluid-particle
traveling at the maximum inlet velocity through the
domain. Twenty sub-iterations per time-step were
executed, which was sufficient to achieve solution
convergence. Spherical particles representing RBCs,
WBCs, and PLTs were injected at the extension’s
inlet with zero slip velocity and a bulk mass flow
rate equaling the spatially averaged carrier fluid mass
flow rate at the inlet boundary. All particles were
injected with a uniform, equally spaced distribution
across the inlet surface, and each particle type had
the same number of injected particles over time. The
particle injection rate was specified by multiplying an
assumed local concentration (i.e., 525 particles/cm3)
by the fluid’s transient bulk mass flow rate. Thus,
the number of injected particles varied throughout
the transient inflow waveform and a total amount of
approximately 10,090 particles for each particle type
were injected during one period. While equal con-
centrations of RBC, WBC, and PLT particles is
physically not realistic, the implemented concentra-
tions enabled a large sample size of (non-interacting)
PLT and WBC particles to test the ILT formation
hypothesis and provided the broadest range of par-
ticle shear-loading scenarios to be included in the
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analysis. Particle characteristics were selected to be
the following mean values:

� RBC diameter = 8 lm; RBC density =

1096.5 kg/m3

� WBC diameter = 12.5 lm; WBC density =

1077.5 kg/m3

� PLT diameter = 2 lm; PLT density =

1040 kg/m3

Prior to injection of the particles, five periods of
pulsatile flow were simulated in the AAA domain.
Subsequently, particles were injected during the sixth
period, and four additional periods were simulated to
calculate the particle transport throughout the domain.
Thus, ten total periods of pulsatile flow were simu-
lated. The five periods prior to particle injection were
solved in a single simulation conducted on two pro-
cessors of a 64-bit Dell Precision 670 workstation with
four Intel Xeon processors at 3.59 GHz and 8 GB of
RAM. The total simulation time was approximately
336 h. The five periods including particle injection and
transport were solved in five separate periods and were
conducted on four cores of a 64-bit Dell T3500 Preci-
sion workstation with a quad core Intel Xeon E5520
processor at 2.27 GHz and 12 GB of RAM. The mean
simulation for each period was 36.7 h, resulting in a
total time of approximately 180 h. Extensive com-
puter model comparisons with benchmark experimen-
tal data sets were carried out by Basciano1 and some
results are documented in Basciano et al.2 as well as in
Kleinstreuer.17

RESULTS AND DISCUSSION

Figure 2 depicts the AAA domain with the inlet and
outlet extensions, the corresponding waveforms, and
the direction of the gravity vector acting on the particle
trajectories. The implemented waveforms were the
widely utilized flow and pressure waveforms from
Olufsen et al.24 While the AAA flow data sets of Fraser
et al.9 and Les et al.20 were not directly implemented in
the current study, the utilized infrarenal waveform
shares many similarities with the one reported by Les
et al.20 and was within the deviation bars of the wave-
form by Fraser et al.9 The primary difference was that
the Les et al.20 infrarenal waveform has a greater
amount of zero inflow present in the diastolic region of
the pulse, whereas the implemented waveform has a
greater amount of antegrade flow in the diastolic region
of the pulse. The anticipated influence of reduced dia-
stolic antegrade flow on particle transport in the AAA
sac would be elevated particle residence and transit
times, increased numbers of entrapped particles, and
longer exposure times to low shear environments.
Interestingly, the results of the current study would not
be nullified by the aforementioned trends, but would
probably be enhanced. Thus, the current study can be
thought of as an attempt to model a moderate-case
scenario rather than the worst-case scenario. Pressure
waveforms were specified as average cross-sectional
pressures at the extension outlets to allow retrograde
flow in the iliac arteries and velocity vectors that are not
normal to the extension’s outlet cross-section.

FIGURE 2. AAA domain with inlet/outlet extensions and waveforms.
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Of special interest are the local velocity fields in the
AAA sac as well as the space–time distributions of the
critical blood particles (i.e., mainly platelets, PLTs, and
white blood cells, WBTs), subject to varying particle
shear stress loads. These results form the basis for the
criteria of ILT onset/growth and comparison with the
patient-specific data derived from the CTA images.

Velocity Fields

The inlet velocity fields just prior to the AAA sac
region exhibited ever changing profiles with different
orientations and off-center locations of the maximum
velocities throughout the inflow waveform. Specifi-
cally, the profiles were often asymmetric at multiple
locations and hence could not be represented by a
Womersley profile, implemented without the inlet
extension. The complex transient flow field, in terms of
the mid-plane velocity vectors and associated color
contours, is indicated in Fig. 3. An important flow
characteristic is seen during the decelerating phase
(t/T = 0.292), where the inlet flow rate is not strong
enough to overcome the recirculating flow. The same

flow characteristic is seen at the smaller flow rate when
t/T = 0.667 (i.e., during the diastolic phase). More-
over, at the flow reversal immediately following the
decelerating inflow (t/T = 0.396), the local velocity in
the circulation region is approximately one-half of the
maximum velocity in the AAA region. Thus, recircu-
lating flow fields are not only present for most of the
cardiac cycle, but also maintain sufficient strength that
will not be overcome by small inflows.

Contours of the fluid’s residence time distribution
revealed an elevated increase of transit time in the
AAA’s distal region and unlike the steady residence
time contours, localized elevated zones were present on
both the anterior and posterior AAA lumen walls.
Figure 4 illustrates the fluid’s residence time distribu-
tion after five periods of pulsatile flow through the
AAA domain. The flow recirculation in the proximal
regions and shortened presence of antegrade flow in
the AAA distal region are the main causes for the
increase in fluid residence time. Noteworthy is that the
fluid residence time predicts the lowest value for
the anterior region of the AAA lumen boundary where
the incoming flow is predominantly directed. While the

FIGURE 3. Transient velocity vectors on axial plane of AAA sac.
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simulation only covers 6 s, the steady and transient
residence time results support the hypothesis that the
AAA causes elevated regional transit times within the
sac, which may contribute to ILT formation and/or
growth. The increased carrier fluid residence time can
be extrapolated to suggest particles suspended in the
region’s flow also possess the same residence time if the
particle Reynolds numbers are low, which is satisfied in
the AAA sac. Moreover, the elevated wall deposition
potential implied by the transient fluid residence time
distributions at the AAA distal region indirectly sup-
ports the hypothesis of ILT formation postulated by
Biasetti et al.3 Specifically, an increased residence
would increase the potential for PLTs and WBCs, after
being exposed to the circulatory flows in the proximal
AAA region, to collide with the distal AAA wall.

The important secondary flows revealed that the
temporal regions of maximum secondary velocity
occur in the decelerating and flow reversal regions after
the systolic phase. Additionally, the location of the
maximum secondary velocity occurs where most of the
flow reversal is present, i.e., in the proximal end of
the AAA. An important deduction from the prevalent
recirculation in this region of the AAA sac is the
enhanced potential for shear-activated clotting mech-
anism of platelets. For example, Biasetti et al.3 pos-
tulated that the platelets are initially activated in the
proximal regions of the AAA and then deposit, or
initiate a thrombogenic response in the distal region of
the AAA sac. The computed flow patterns (see Figs. 3,
5 as well as Basciano,1 for additional illustrations)
support this hypothesis in that particles suspended in

the proximal AAA flow would potentially traverse
through several loops of the recirculation region prior
to entering the distal region, which is a zone of
potential stagnation due to low flow for most of the
cardiac cycle. The magnitudes of time-averaged vector
components may provide additional physical insight
when using them as a representation of temporarily
dominant conditions of pulsatile flow (see Fig. 5).
Thus, they can provide a measure of re-occurring flow
features of the arterial pulse. Figure 5 shows the time-
averaged velocity streamlines, axial midplane velocity
vectors, and secondary flow fields in the AAA. Clearly,
primary flow recirculation exists in the proximal region
of the AAA sac and notable elevated regions of sec-
ondary flow are caused by the neck angle directing flow
towards the anterior wall.

Similar to the recirculating flow in the carotid artery
for which the oscillatory shear index (OSI) was devel-
oped to indicate disturbed hemodynamics, a patient’s
AAA also may exhibit sustained blood recirculation as
well as elevated particle residence times. To combine
both, Himburg et al.13 postulated a near-wall blood
particle residence time (tOSI

r ) which is inversely pro-
portional to the OSI and time-averaged wall shear
stress (WSS) magnitude:

tOSI
r � 1� 2 �OSIð Þ � 1

T

ZT

0

s*w
�� ��dt

2

4

3

5

�1

: ð9Þ

In the current case, the advantages of tOSI
r over

the fluid residence time distribution is its ability to

FIGURE 4. Fluid residence time distribution in AAA lumen along AAA wall after five periods of pulsatile flow.
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calculate times greater than 6 s and having a more
direct application to the suspended blood particles.
Figure 6 illustrates the tOSI

r contours, where the distal
AAA region has localized regions of maximum resi-
dence times. An interesting observation is that loca-
tions of maximum tOSI

r have a similar appearance to

the particle deposition locations indicated in Fig. 12
(see also Basciano1). This suggests increased particle
deposition in regions of elevated near-wall times.
Furthermore, the maximum tOSI

r contours occur at
specific locations that are not always the pinnacle of
local expansions of the AAA lumen.

FIGURE 5. Magnitudes of time-averaged velocity vector components.

FIGURE 6. Relative near-wall residence time derived from OSI.
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Particle Transport

Particle transport through the transient flow field
revealed that approximately 70% of all particles
entering the AAA sac, exit the region (which is
defined as the lumen distal to the AAA neck and
proximal to the aorto-iliac bifurcation) in less than
6 s, i.e., during five continuous pulses, with about 1%
of all particle types depositing on the AAA sac wall.
Of the particles exiting the AAA, approximately 82%
travel through the left iliac artery and 18% through
the right one. The mean flow distribution has a sim-
ilar trend with approximately 79 and 21% of time-
averaged exiting flow traversing the left and right iliac
arteries, respectively, because of the patient-specific
morphologic characteristics of the iliac arteries. Of
interest is the exposure and fate of all particles
remaining in the AAA for a while. Specifically, indi-
vidual trajectories of particles not exiting the AAA
domain were processed with a custom Perl script in
CFX Post v.12.1 (ANSYS Inc., Canonsburg, PA),
and exported for further processing with several
custom MATLAB routines (see Appendix VI in
Basciano1). The MATLAB routines determined par-
ticle behavior near the AAA wall and in specific
regions inside the AAA sac. A near-wall region was
defined as 1 mm from the AAA lumen’s minimum
circular radius extending from the axial position’s
local centroid (see Fig. 7). Twelve regional zones were

constructed based on the axial and cross-sectional
positions inside the AAA sac (see Fig. 8).

The number of particles, regional particle transit
time, and particle shear stress loads were calculated in
the near-wall portion of each region for each particle
entering the corresponding region that remained in the
AAA sac after four periods of pulsatile flow. The
transient movement of particles in and out of the near-
wall regions is represented by the number of particles
at the end of the four periods of pulsatile flow fol-
lowing particle injection.

A three-dimensional visualization of the near-wall
particle transport is depicted in Fig. 9, where the PLTs
are shown as points throughout a wireframe of the
AAA sac. This shows a clear progression of particles
leaving the proximal near-wall regions and entering the
middle and distal near-wall regions with increasing
time. Despite the continued trend, particles were still
present in the proximal AAA region at the end of the
four cardiac cycles, revealing the potential of particles to
be entrapped in the AAA domain, where they may
contribute to ILT formation and growth. Spatial dis-
tributions of particles in each of the quadrants and
regions exhibited some dependence on time and par-
ticle type. However, the general behavior and number
of particles in each region were similar and most of the
increases or decreases in regional particle presence over
time were observed for all three particle types.

FIGURE 7. Cross-sectional and three-dimensional views of the AAA near-wall region.
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Shear-Activated Particles

Particles that remain in the AAA sac for extended
periods of time have increased exposure to the AAA’s
pathologic flow conditions.3 For example, to assess the
potential of shear-induced clotting and inflammatory
activity of the PLTs and WBCs caused by the AAA
hemodynamics, the shear stress acting on the surfaces
of near-wall PLTs and WBCs was calculated with
Eq. (7). Box-and-whisker plots in Fig. 10 depict the
shear stress on all PLTs and WBCs remaining in the
AAA sac over the final three periods of pulsatile flow.
The periodic stress loading of all particles and its wide
variations throughout the AAA sac are well illustrated.
Each vertical collection of data represents all particle
shear stresses at a single instant in time. The horizontal
red line is the median of the sample, the blue box
outlines the upper and lower quartiles of the sample,
and the vertical bars extending from the boxes repre-
sent 1.59 the interquartile range. Red + signs repre-
sent data points that lie outside the range of the
vertical bars. The sample trends of periodic shear
loading illustrate a dependence on particle type and
residence time. Interestingly, the diastolic region of the
inflow waveform corresponds with particle shear
stresses less than 200 dynes/cm2 for PLTs and less

than 40 dynes/cm2 for WBCs. Thus, conditions of
potentially elevated shear stress may be followed
by lower shear. Sheriff et al.33 showed that once PLTs
are activated by fluid shear stresses at or above
60 dynes/cm2 for 40 s, they become highly sensitive to
subsequent low shear values. Shankaran et al.32 found
that platelets exposed to fluid shear stresses at or above
80 dyne/cm2 were sufficiently activated and that
platelets expressed stages of coagulation within 10 s of
shear stress exposure. Hence, the shear loads in the
total AAA sac may lead to shear-induced activation of
PLTs, which would begin forming the fibrin mesh
necessary for ILT formation and growth. In summary,
the shear stress loads in the near-wall regions of the
lumen are crucial for assessing potential activation
states of PLTs and WBCs near the wall.

Due to the novel use of Eq. (7) to predict shear
stress on micron-sized particles, the numerical values
were compared to the spatially averaged wall shear
stress obtained assuming Stokes flow around a sphere
(see Panton25). Table 1 lists the input parameters for
WBCs and PLTs, which were extreme values in the
simulation results. The Stokes shear stresses yielded
the values displayed in Fig. 10 within reasonable limits
as set by the fluid-particle parameters.

Cross Sectional AAA RegionsAxial AAA Regions
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FIGURE 8. Spatial regions of the AAA sac with their numbering system.
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Intraluminal Thrombus Development

The particle-hemodynamics simulations of PLTs,
RBCs, and WBCs in the AAA domain revealed
localized regions of enhanced fluid and particle resi-
dence times. Specifically, Fig. 11a compares the ILT
volume increase (calculated using reconstructed geo-
metries of the AAA’s images over time, i.e., between
December 2004 and March 2006) with averaged

particle transit times. The ten highest particle transit
times for PLTs and WBCs within each region were
selected because of the higher probability of coagula-
tion and deposition. The middle segments (i.e., region
numbers 5–8), the posterior segments in the proximal
region (i.e., region numbers 1 and 4), and the anterior
segments in the distal region (i.e., region numbers 9 and
10) showed higher ILT volume increases over time. The

FIGURE 9. Near-wall particle distribution throughout the AAA sac at 2.4, 3.6, 4.8, and 6.0 s.
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corresponding particle transit times for PLTs and
WBCs are statistically meaningful for the prediction of
ILT formation and growth (i.e., p value< 0.05). This
further demonstrates that the particle transit time

appears to be a major indicator of the formation and
growth of ILT in the AAA.

ILT volume changes for different near-wall parti-
cle transit time are shown in Fig. 11b with linear

FIGURE 10. Shear stress on the PLTs and WBCs in the AAA sac from 2.4 to 6.0 s.

TABLE 1. Particle shear stress calculations for Stokes flow.

Particle Slip velocity range (cm/s) Particle radius (cm)

Effective viscosity

range (g/cm/s)

Stokes flow shear

stress (dyne/cm2)

PLT 1 9 1026–7.00 2 9 1024 0.0309–0.1600 1 9 1024–6600

WBC 1 9 1025–4.10 12.5 9 1024 0.0309–0.1600 2 9 1024–620
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regressions. Considering all data points, 68 and 65% of
the variations in ILT volume change can be explained
by the variation in the near-wall particle transit times
for PLT and WBC, respectively. However, when spe-
cific outliers (i.e., 2 9 2 circled data points) are ex-
cluded from the set, there is a drastic jump in the
correlation coefficient. Indeed, r2 values for PLT and
WBC near-wall transit times are now increased to 0.83
and 0.88, respectively.

The comparison of regions of elevated residence
time, OSI, and particle deposition of the current AAA

lumen with future regions of ILT development in the
current lumen geometry reveal a qualitative correlation
between previous particle-hemodynamics results and
future ILT development. Specifically, the localized
regions of elevated tOSI

r correlate strongly with particle
deposition locations, all indicating regions of future
ILT development (Fig. 12) as assessed by the increased
ILT volume seen in the subsequent CTA reconstruc-
tions. Local particle residence times in twelve different
spatial, near-wall regions revealed an anisotropic dis-
tribution of maximum particle residence times, which
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supports the hypothesis that particles can become
entrapped in the AAA domain. Shear stress calcula-
tions were then completed and revealed that PLTs, in
particular, experienced high levels of shear stress at
both the near-wall and throughout the AAA lumen.
Moreover, the maximum time-averaged shear stress
of the particles was observed to be generally greater
in the proximal and middle AAA regions when
compared to the distal AAA region. Experimental
studies by Sheriff et al.33 and Raz et al.28 revealed
sufficient platelet activation under shear stresses of
similar magnitude and extended duration. However,
Wurzinger et al.44 showed that brief exposures to
elevated shear stresses of even a few milliseconds can
lead to platelet activation. These experiments and our
computational results support the hypothesis pre-
sented by Biasetti et al.3 that shear-induced activation
of blood particles causes thrombogenic and inflam-
matory responses in the proximal portions of the
AAA sac, and may initiate fibrogenesis upon reaching
the posterior AAA region. Furthermore, the study’s
computational results of elevated residence times
support the hypothesis that the AAA sac entraps
blood particles, which plays a role in ILT formation
and/or growth.

Figure 12 attempts to provide a unifying illustration
of the patient’s AAA geometries over time and rela-
tions between ILT formation and particle-hemody-
namics. Specifically, while Fig. 1 shows the history of
the patient’s AAA domain, Fig. 12 presents a cut-away
view of the patient’s future AAA geometry with fully
developed thrombus and identifies specific regions that
correlate with the critical particle-hemodynamics
parameters.

CONCLUSIONS

The present research study utilized established
numerical methods to calculate the fluid-particle trans-
port of RBCS, WBCs, and PLTs through a patient-
specific AAA sac. Regional particle-hemodynamic
parameters that depended on patient-specific charac-
teristics (e.g., particle residence time and point-shear
loads) were calculated using customized processing
codes, related to the regional onset of a patient’s ILT.
The semi-empirical approach to capture shear stress
induced PLT and WBC activation is a limitation of the
computer simulation model. In general, to the authors’
knowledge, this study is the first of its kind to illustrate
a relation between a patient’s AAA particle-hemody-
namics with patient-specific ILT formation. The
modeling and simulation methodology provided allow
for the development of a computational tool to predict
the onset of ILT formation in complex patient-specific
cases. Thus, future studies of similar scope will hope-
fully enable multiple patient-specific AAA particle-
hemodynamic analyses and increase clinicians’ ability
to treat AAAs by developing a predictive tool for ILT
development.
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Compiègne, France. Int. J. Artif. Organs 32(7):397, 2009.

32Shankaran, H., P. Alexandridis, and S. Neelamegham.
Aspects of hydrodynamic shear regulating shear-induced
platelet activation and self-association of von willebrand
factor in suspension. Blood 101:2637–2645, 2003.

33Sheriff, J., D. Bluestein, G. Girdhar, and J. Jesty. High-
shear stress sensitizes platelets to subsequent low-shear
conditions. Ann. Biomed. Eng. 38(4):1442–1450, 2010.

34Shum, J., E. S. Di Martino, A. Goldhammer, D. Goldman,
L. Acker, G. Patel, J. H. Ng, G. Martufi, and E. A. Finol.
Semi-automatic vessel wall detection and quantification of
wall thickness in computed tomography images of human
abdominal aortic aneurysms. Med. Phys. 37:638–648, 2010.

35Shum, J., G. Martufi, E. S. Di Martino, C. B. Washington,
J. Grisafi, S. C. Muluk, and E. A. Finol. Quantitative
assessment of abdominal aortic aneurysm geometry. Ann.
Biomed. Eng. doi:10.1007/s10439-010-0175-3.

36Shum, J., A. Xu, I. Chatnuntawech, and E. A. Finol. A
framework for the automatic generation of surface topol-
ogies for abdominal aortic aneurysm models. Ann. Biomed.
Eng. doi:10.1007/s10439-010-0165-5.

37Speelman, L., G. W. H. Schurink, M. H. Bosboom,
J. Buth, M. Breeuwer, F. N. van de Vosse, and M. H.
Jacobs. The mechanical role of thrombus on the growth
rate of an abdominal aortic aneurysm. J. Vasc. Surg.
51:19–26, 2010.

38Swedenborg, J., and P. Eriksson. The intraluminal throm-
bus as a source of proteolytic activity. Ann. NY Acad. Sci.
1085:133–138, 2006.

39Touat, Z., V. Ollivier, J. Dai, M. G. Huisse, P. Rossignol,
O. Meilhac, M. C. Guillin, and J. B. Michel. Renewal of
mural thrombus releases plasma markers and is involved in
aortic abdominal aneurysm evolution. Am. J. Pathol.
163(3):1022–1030, 2006.

40Truijers, M., M. F. Fillinger, K. J. W. Renema, S. P.
Marra, L. J. Oostveen, H. A. J. M. Kurvers, L. J. Schu-
ltzeKool, and J. D. Blankensteijn. In vivo imaging of
changes in abdominal aortic aneurysm thrombus volume
during the cardiac cycle. J. Endovasc. Ther. 16:314–319,
2009.

41Vande Geest, J. P., D. H. J. Wang, S. R. Wisniewski, M. S.
Makaroun, and D. A. Vorp. Towards a noninvasive
method for determination of patient specific wall strength
distribution in abdominal aortic aneurysms. Ann. Biomed.
Eng. 34:1098–1106, 2006.

42Vorp, D. A. Biomechanics of abdominal aortic aneurysm.
J. Biomech. 40:1887–1902, 2007.

43Vorp, D. A., P. C. Lee, D. H. J. Wang, M. S. Makaroun,
E. M. Nemoto, S. Ogawa, and M. W. Webster. Association
of intraluminal thrombus in abdominal aortic aneurysm
with local hypoxia and wall weakening. J. Vasc. Surg. 34:
291–299, 2001.

44Wurzinger, L. J., R. Opitz, P. Blasberg, and H. Schmid-
Schonbein. Platelet and coagulation parameters following
millisecond exposure to laminar shear stress. J. Thromb.
Haemost. 54:381–386, 1985.

45Xu, Z., N. Chen, M. M. Kamocka, E. D. Rosen, and
M. Alber. A multiscale model of thrombus development.
J. R. Soc. Interface 5:705–722, 2008.

46Yamazumi, K., M. Ojiro, H. Okumura, and T. Aikou. An
activated state of blood coagulation and fibrinolysis in
patients with abdominal aortic aneurysm. Am. J. Surg. 175:
297–301, 1998.

BASCIANO et al.2026

http://dx.doi.org/10.1007/s10439-010-0175-3
http://dx.doi.org/10.1007/s10439-010-0165-5

	A Relation Between Near-Wall Particle-Hemodynamics and Onset of Thrombus Formation in Abdominal Aortic Aneurysms
	Abstract
	Introduction
	Methods
	Construction of Patient-Specific Computational Mesh
	Transport Equations and ILT Onset Criteria
	Numerical Method and Model Validations

	Results and Discussion
	Velocity Fields
	Particle Transport
	Shear-Activated Particles
	Intraluminal Thrombus Development

	Acknowledgements
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


