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Acoustic vortex beams have great potential for contactless particle manipulation and torque-based
biomedical applications. However, focusing acoustic waves through highly aberrating layers such as the
human skull at ultrasonic frequencies results in strong phase aberrations, which prevent the generation
of sharp acoustic images. In the case of a wavefront containing phase dislocations, skull aberrations can
inhibit the focusing of acoustic vortex beams inside the cranial cavity. In this paper, we demonstrate that
phase-conjugated acoustic holograms can encode time-reversed fields, allowing compensation of the aber-
rations of the skull and, simultaneously, the generation of a focused vortex inside an ex vivo human skull.
The method is applied to single-element geometrically focused sources and results in a very simple and
compact ultrasonic system. This work will pave the way to designing low-cost particle-trapping systems,
clot manipulation, and the exertion of acoustic-radiation forces and torques in the brain for biomedical

applications.
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I. INTRODUCTION

Focused ultrasound is emerging as a robust approach to
the treatment of a broad range of neurological diseases.
Finite-amplitude focused ultrasound beams can induce
localized temperature rises and are currently used for
thermal ablation of deep-brain nuclei [1]. In addition,
ultrasound beams carry linear momentum that can be trans-
ferred to tissues, intracorporeal fluids, and small objects,
enabling a broad range of techniques based on noninva-
sive mechanical effects. These include therapeutic applica-
tions such as localized neuromodulation [2], targeted drug
delivery in the brain [3], and imaging techniques such as
transcranial elastography [4].

In addition to the linear momentum carried by con-
ventional ultrasound beams, acoustic vortex beams carry
angular orbital momentum [5,6]. Acoustic vortex beams
are collimated wavefronts exhibiting phase dislocations,
whose phase is proportional to €™ where ¢ is the
azimuthal angle and / is the topological charge. The field
exhibits a phase singularity on the beam axis and there-
fore vanishes at this point due to destructive interference.
Acoustic vortex beams can transfer their angular momen-
tum to microscopic and macroscopic solid objects [7—12]
and to fluids [13] and exert mechanical torques on them.
In addition, the singular scattering of vortex beams by
small particles produces trapping acoustic-radiation forces,
resulting in practical applications in contactless particle
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tweezing and manipulation [14—17]. It is worth noting here
that acoustic vortices can exert mechanical forces several
orders of magnitude higher than those exerted by their
optical counterparts, with lower induced thermal effects
[18,19], and, furthermore, acoustic vortices can propagate
deeply through opaque media such as biological tissues.
Acoustic vortices have recently shown their potential to
manipulate individual cells without inducing photother-
mal and/or photochemical damage [20], to trap and guide
kidney-stone fragments [21], and to selectively guide indi-
vidual drug-delivery carriers based on microbubbles [22].

As phase dislocations are the basis of these techniques,
the wavefront must be controlled with accuracy. Several
methods to synthesize vortex beams have been reported,
including active sources or phased arrays [6,23-25], trans-
ducers with helical geometries [23,26], Archimedean-
spiral [27,28] or Fresnel-spiral diffraction gratings [29],
systems exploiting the photoacoustic effect [30], active
vibrating surfaces with spiral shapes [31], and metamateri-
als exhibiting local resonances [32—36]. Of special interest
for wavefront engineering are acoustic holograms [37].
Acoustic holograms can be used to generate vortex beams
with great accuracy by encoding information about the full
wavefront into the manufactured lens [38].

However, when they are focused into the brain, ultra-
sound beams experience strong refraction and attenuation
due to the complex structure and irregular shape of the
skull bones. In this way, the skull introduces strong aber-
rations that distort the wavefront, decreasing the focusing
performance of conventional single-element approaches.
One strategy to solve this problem is to directly bypass the
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skull bones by using small invasive ultrasound implants
located within the skull after partial craniotomy [39,40].
This approach can be applied to enhance the delivery
of chemotherapeutic agents after open surgery; how-
ever, in other circumstances, the need for craniotomy
leads to serious complications and drawbacks. Noninva-
sive approaches include phased-array systems guided with
magnetic resonance imaging, which allow the focusing of
ultrasound with great accuracy and allow beam steering,
and the aberrations of the skull can be mitigated by tun-
ing the phase of each individual emitter [3,41]. However,
as the separation between individual elements in these
systems is typically much larger than half a wavelength,
these systems show strong grating lobes when the beam
is steered far from its geometrical focus, and, in addition,
these systems are complex and expensive.

To tackle this problem, structures showing local reso-
nances, i.e., metamaterials, have been theoretically pro-
posed in two dimensions to compensate the aberrations
of a layer mimicking the skull [42], but their applica-
tion in a realistic situation has not been demonstrated yet.
Recently, 3D-printed acoustic lenses have been proposed
to compensate the aberrations of the skull by focusing
ultrasound beams at one single focal spot [43]. The full
potential of 3D-printed lenses for complex wavefront engi-
neering can be unleashed by using acoustic holograms
[44]. By synthesizing complex wavefronts, acoustic holo-
grams can efficiently compensate skull aberrations and,
simultaneously, form arbitrary acoustic images adapted to
the desired therapeutic target. In addition, as the pixel
density is much larger than that in state-of-the-art phased
arrays for therapeutic ultrasound, acoustic holograms also
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allow wide-angle beam steering without grating lobes
[44].

In this paper, we demonstrate that acoustic vortices
can be focused through an ex vivo human skull by using
acoustic holograms. Using personalized 3D-printed holo-
grams, the phase aberrations produced by the skull can
be compensated, and an acoustic beam containing phase
dislocations can be focused into the cranial cavity.

II. HOLOGRAM GENERATION

The system is composed of a spherically focused piezo-
electric transducer, custom made with a focal length Fy =
140 mm and an aperture 2a; = 100 mm, with a nom-
inal frequency fy = 500 kHz, as sketched in Fig. 1(a).
We design two holographic lenses, one for a homoge-
neous medium (water) and one for a medium including the
human skull. A detailed description of the setup is given in
Appendix C.

For the vortex hologram designed for a homoge-
neous medium, in the source plane z = 0, where the
polar coordinates are given by ro = r(r,¢), a geomet-
rical approximation to the phase profile of a diverg-
ing wavefront with a rotational phase is given by Hy =
exp(—ik~/r2 + F?) exp(ilg), where k =2mfy/co is the
wave number in a homogeneous medium with sound speed
¢y, I is the topological charge of the vortex, and F is the
desired focal distance. The spherically focused transducer
already introduces a fixed focusing phase profile, which

is given by H, = exp(ik;,/r* + Fg), where k; = 27fy/cr

and c¢; is the sound speed in the material of the lens.
Finally, the phase-conjugated hologram in the holographic

(c) Focused
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(a) Scheme of the setup. (b) Backward-simulated field in the holographic plane, Hy(x, ). (c) Field of the focused source,

Hi(x,y). (d) Phase-conjugated holographic field, H (x,y). (¢) 3D-printed acoustic hologram for the geometrically focused transducer.
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plane is given by H
conjugation.

To design the hologram to include the aberrating layer
of the skull, we make use of a time-reversal method.
The process essentially follows the procedure described in
Ref. [44]. We start by scanning an ex vivo human skull
using x-ray computed tomography (CT) with a resolution
of 0.33 x 0.33 x 1.25 mm?, after the scalp is removed
whole with a scalpel. Volumetrlc Hounsfield data are
converted to bone-density and sound-speed values using
empirical relations [45,46]. Then, this tomographic infor-
mation is used in a time-reversal simulation based on pseu-
dospectral time-domain methods [47], including a k-space
corrector and a spectral approximation to the fractional
Laplacian to model the frequency-power-law attenuation
observed in biological tissues [48,49]. For the backward-
simulation step in the time-reversal approach, a set of 30
virtual sources are located on a ring of radius r, = 2.5 mm
(0.831) in the plane z; = F = 97.4 mm (331), centered
at x =y = 0, as sketched in Fig. 1(a). Each source is set
to emit a sinusoidal signal with a complex amplitude pro-
portional to exp(il#). Then, the acoustic field Hy(x,y) is
recorded in the holographic plane located in the exit plane
=Fy—/F} —
in the phase distribution shown in Fig. 1(b). To compensate
for the geometrical focusing of the bowl-shaped source
(note that F # F), we perform an additional simulation
for the focused source in the absence of the skull, and we
measure the field H;(x, y) in the exit plane z,. The retrieved
phase distribution, Hj, is shown in Fig. 1(c), showing the
characteristic Fresnel rings. The final hologram is designed
as previously, using H = HjH;". The phase distribution is
shown in Fig. 1(d), where the spiraling pattern due to the

= HJH, where (-)* denotes complex

of the transducer, given by z, ao, resulting

focused vortex and the wavy distortions produced by the
aberrations of the skull can be visually identified.

To design the two lenses, we model each pixel of the
surface of the hologram as an elastic Fabry-Perot resonator
of height Ai(x,y), as shown in Fig. 1(e). Their complex
frequency-dependent transmission coefficient, measured in
the output source plane zy, is given by [44]

2Z, exp [—ik (zo — h)]
2Z, cos (kph) + i (Z2 + 1) sin (kph)’

T(x,y) = Q)

where Z,, = Zy/Z; is the normalized impedance, Zy = pgcg
and py are the impedance and density, respectively, of
the water, and Z; = prcy and p; are the impedance and
density, respectively, of the lens. By changing the height
of each pixel /(x,y), the phase of the transmitted waves
T(x,y) can be varied from 0 to 2. To fit the phase of the
transmitted waves to the phase of the target hologram, we
look for an A(x,y) that fulfills arg(7) = arg(H), making
use of an interpolation method because Eq. (1) cannot be
inverted [44]. As a result, we obtain the height of each of
the pixels that are used to construct the hologram for the
focused source. The final 3D-printed lens for the transcra-
nial configuration is shown in Fig. 1(e). After the lens is
designed and manufactured, its performance is analyzed
by estimating the acoustic field using a forward simula-
tion and experimental measurements in a water tank (see
Appendix C for further details).

III. RESULTS

A. Vortices in a homogeneous medium

The acoustic field generated by the lens for a homoge-
neous medium is shown in Fig. 2. The magnitude of the
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FIG. 2. Field of the vortex hologram (/ = 1) designed for a homogeneous medium. (a) Simulated and (b) experimental normalized

sagittal cross section of the field at y = 0. (c),(d) Magnitude and (e),(f) phase of a transverse cross section of the field obtained at
z = F. (g) Normalized magnitude of the field at z = F and y = 0. (h) Normalized phase of the field versus the azimuthal angle.
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acoustic-pressure sagittal field (|p (x, 0,z)|/pmax) 1S shown
in Fig. 2(a) for the simulation and the experiment. We
can identify that the designed hologram generates a void-
containing beam whose pressure peaks around the focal
distance (z = 96.9 mm for the simulation and z = 97.0 mm
for the experiment). Note the geometrical focal distance of
the source is Fy = 140 mm. The transverse field profiles
measured at z = F are given in Figs. 2(c)}-2(f). The mag-
nitudes of the simulated and experimental fields [Figs. 2(c)
and 2(d)] show a ring-shaped distribution, and at its cen-
ter the field vanishes. The null is caused by the phase
singularity at the focal spot, which is clearly visible in
Figs. 2(e) and 2(f) for the simulation and the experiment,
respectively. In addition, we can identify that the phase sin-
gularity is the result of a screw dislocation produced by the
counterclockwise rotation of the phase, marked by the red
arrows. In Fig. 2(g), the magnitude of the field is shown in
detail for a transverse section. The experimental and simu-
lated fields agree, and the beam shows a width of 1.5 times
the wavelength at the nominal frequency. Finally, the phase
as a function of the azimuthal angle at a radial distance of
2.21 mm, corresponding to the beam width, is shown in
Fig. 2(h). The generated transverse field shows a levoro-
tatory phase distribution whose phase rotates as a function
of the azimuthal angle at a rate given by the topological
charge, [ = 1. Therefore, the phase rotates by 27 radians
in a complete azimuthal turn, showing that the proposed
lenses for moderately focused sources can form acoustic
vortices with great accuracy.

B. Vortex synthesis for transcranial propagation

We proceed to present the results for the lens designed
for transcranial propagation, summarized in Fig. 3.

Figure 3(a) shows the experimental setup, where the skull
is immersed in a water tank and the acoustic field is
scanned in several planes using a hydrophone. A skull
holder is 3D printed to ensure correct positioning of the
lens with respect to the surface of the skull. The irregular
shape of the skull ensures that the holder can be correctly
located only at the design position. The retrieved acoustic
field is shown in Figs. 3(b) and 3(c) for the simulation and
the experiment, respectively. The phase-only hologram is
able to encode the time-reversed field with great accuracy.
It compensates the aberrations of the skull while, simul-
taneously, it modifies the wavefront to generate a focused
vortex by introducing a quasiparabolic phase profile with
a rotational profile. In addition, the simulation and exper-
imental results are in good agreement. The pressure peaks
at z = 96.9 mm in the simulation and z = 97.5 mm in the
experiment. The transverse cross sections of the field at
z = F are shown in Figs. 2(d)-2(g). The transverse field
magnitude [Figs. 2(d) and 2(e)] shows a ring-shaped distri-
bution similar to that obtained for a homogeneous medium.
The magnitude of the field vanishes at the center in both the
experimental and the simulated results. The corresponding
phase distribution is shown in Figs. 3(f) and 3(g). A coun-
terclockwise rotation is achieved in the focal plane, and a
phase singularity is visible at the location of the null.

Note that in the absence of the skull, the simulated peak
pressure is 7.7pg, where py is the pressure at the surface of
the transducer. When the skull is introduced, the simulated
peak pressure decreases to 4.0py. In this way, the amplitude
of the vortex decreases by a factor of 1.9 (5.6 dB) when the
skull is introduced.

A detailed picture is shown in Fig. 4. The magnitude
of the transverse cross section of the field is shown in
Fig. 4(a). The experimental data agree with the simulation
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FIG. 3.
(b) Simulated and (c) experimental normalized sagittal cross section of the field at y = 0. (d),(e) Magnitude and (f),(g) phase of a
transverse cross section of the field obtained atz = F.
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Field of the vortex hologram (/ = 1) designed for a transcranial-propagation medium. (a) Scheme of the experimental setup.
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FIG. 4. (a) Normalized magnitude of the field at z = F" and

y = 0. (b) Normalized phase of the field versus the azimuthal
angle. (c) Axial cross section of the field measured at y = 0 and
x =2.21 mm.

results for this cross section. The experimental transverse
width of the beam is 5 mm (1.661), of the order of the
value reached for the lens designed for a homogeneous
medium. The experiment shows some discrepancies with
the simulation [already visible when Figs. 3(d) and 3(e)
are compared]. However, it is worth noting here that
when the hologram designed for a homogeneous medium
is used for the transcranial configuration [gray curve in
Fig. 4(a)], the aberrations distort the wavefront and a
null is not observed. The phase of the field as a func-
tion of the azimuthal angle is shown in Fig. 4(b). The
phase of the field generated with the transcranial holo-
gram, in both the experiment and the simulation, rotates
by 27 radians in a whole azimuthal turn. In contrast, the
phase retrieved for the lens designed for a homogeneous
medium does not show a screw dislocation, because the
aberrations of the skull distort the wavefront and prevent
vortex generation. Finally, the longitudinal cross section
of the field along the axial coordinate, measured at y = 0
and x = 2.5 mm (matching the peak pressure location), is
shown in Fig. 4(c). The experimental and simulated data
for the transcranial hologram are also roughly in agree-
ment with the theoretical field of a focused source, given
by [pG)| = 2po Isin [G(1 — £)/(2)] /(1 — 2)|, where Z =
z/F and G = ka*/2F. The focusing performance of the
hologram is limited by the natural diffraction of waves,
as occurs with any finite-aperture focused acoustic source.
In contrast, the aberrations produced by the skull dis-
tort the wavefront, leading to a decrease in the focusing
performance of the ultrasonic system.

IV. CONCLUSIONS

The human skull introduces strong attenuation and
refraction when ultrasonic waves propagate through it,
resulting in aberrations that prevent the focusing of acous-
tic vortices at ultrasonic frequencies. Acoustic holograms,
as presented in this paper, are able to physically encode
time-reversed fields containing phase dislocations with
great accuracy using very simple and compact ultrasonic
systems. On the one hand, acoustic holograms allow one
to compensate the aberrations of the skull, and, on the
other hand, they simultaneously tune the phase of the
wavefront to generate a focused vortex by introducing a
quasiparabolic phase with a rotational phase profile. This
results in a personalized single-element system that is able
to focus a vortex inside the human skull.

As the size of the acoustic vortices is limited by the
natural diffraction of acoustic waves, it can be adjusted
by changing the aperture and frequency of the source,
i.e., by tuning the angular spectrum of the field encoded
by the hologram. In this situation, a personalized holo-
gram must be obtained for each ultrasound source and
patient to obtain better targeting accuracy. In addition, we
present a method to design holograms for geometrically
focused sources. Extending this design to vortices with
higher topological charges is also feasible; see the results
in Appendix D.

One might note that due to the isoplanatic angles of
the aberrating skull, the correction of aberrations can be
maintained to some degree even if the source is moved
with respect to the patient’s head, as demonstrated recently
for focused beams [50]. Therefore, the holographic sys-
tem described here might be used to manipulate small
particles and objects in vivo by mechanically steering the
hologram-source system to move the vortex location. In
this situation, an additional technology would need to be
used to detect and locate the target, e.g., a clot. Portable
ultrasonic methods or other imaging technologies as CT
or magnetic resonance imaging could be applied, and used
to feed the mechanical steering system and to trigger the
power amplifier.

In addition, angular momentum can be transferred to
tissues by focusing acoustic vortices. Aberration-free holo-
graphic acoustic vortices open up ways to implement
biomedical applications of ultrasound beyond the trans-
fer of linear momentum, allowing the transfer of angular
momentum to the brain. The biological response of central-
nervous-system (CNS) tissues to the angular momen-
tum produced by focused vortices remains unexplored.
Other effects such as neuromodulation or blood-brain-
barrier opening by trapping a cluster of bubbles inside
the CNS using vortices might be studied in future work,
thanks to acoustic holograms. In this way, the present
work will pave the way to designing low-cost particle-
trapping systems, clot manipulation, torque exertion in
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the brain, and acoustic-radiation-force-based biomedical
applications, opening up a path to exploring the biological
response of tissues to therapeutic ultrasonic vortex beams.
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APPENDIX A: SIMULATION METHODS

We use a pseudospectral simulation method including a
k-space dispersion corrector to numerically integrate the
linearized constitutive relations of acoustics [48,49]. In
an inhomogeneous and absorbing medium, the governing
equations, i.e., the continuity equation, the momentum-
conservation equation, and the pressure-density relation,
can be written as three coupled first-order partial differen-
tial equations as follows:

0

a—[; =—poV-u—u-Vp, (Al)
0 1
B v, (A2)
ot Po

p=ci(p+d-Vpy—Lp), (A3)

where u is the acoustic particle velocity, d is the acoustic
particle displacement, p is the acoustic pressure, p is the
acoustic density, pg is the ambient (or equilibrium) density,
co 1s the sound speed, and L(r, ¢) is a linear operator intro-
ducing the frequency-dependent absorption and dispersion
[48].

Tissue absorption, following a power law with respect to
frequency given by «(w) = apw”, where « is the absorp-
tion coefficient and y is the exponent of the frequency
power law, together with its corresponding physical disper-
sion, is included by use of an integrodifferential operator as
follows:

d 2)—1 1)/2]-1
[ — Ta_t (_vz)(y/ ) T (_VZ)[(J/+ )/2] . (A9
where T = —2ac; ~!and 5 = 20cy tan (y /2) are the
absorption and dispersion proportionality coefficients,

respectively. This operator is solved efficiently using a
fractional Laplacian in k& space. This simulation method
is selected because it provides low numerical dispersion
as compared with finite-difference methods [51]. We use
a numerical grid with a spatial step of Ax = Ay = Az =
0.5mm and a numerical temporal step of Az = 33.2 ns,
leading to a Courant-Friedrichs-Lewy number of 0.10 in
water and a spatial sampling of six grid points per wave-
length in water at 0.5 MHz. These parameters are fixed in
all simulations presented in this paper.

The original resolution of the CT scan for the acquisition
of data on the human skull, of 0.33 x 0.33 x 1.25 mm?,
is interpolated using a cubic interpolation method to an
isotropic grid of size 0.5 mm (1/6) for the simulations.

APPENDIX B: LENS DESIGN

The design of the holographic acoustic lenses is based
on a time-reversal method. First, a backward simulation
is performed by setting the target acoustic image as the
virtual source, and the resulting field is recorded at the
holographic surface. The phase-conjugated recorded pres-
sure distribution at the working frequency is used to
design the physical lens. Any effects due to the hetero-
geneous medium between the target and the transducer
are taken into account, and both the direct field and mul-
tiple reflections are encoded by the hologram. Then, the
wave-field information is encoded in each pixel of the
lens by assuming that each pixel vibrates longitudinally
as an elastic Fabry-Perot resonator. By setting the height
of each pixel, the phase of the transmission coefficient
is matched to the phase of the recorded field following
the procedure described in Ref. [44]. The lens surface is
divided into square pixels of area 0.5 x 0.5 mm?. There-
fore, the designed holographic acoustic lenses, with a
central hole, have a total of 31084 elements each, thus
allowing accurate control of the holographic wavefront.

The holographic acoustic lenses are numerically
designed and afterwards manufactured using a 3D-printing
stereolithographic technique (stereolithography), employ-
ing a Form 2 printer (Formlabs, USA) with a resolution of
50 and 100 pum in the lateral and axial directions, respec-
tively, and using a photosensitive resin (Standard Clear,
Formlabs, USA). The acoustical properties of the material
are obtained experimentally using a pulse-echo technique
in a test cylinder, resulting in a measured sound speed ¢, =
2580 m/s, a density p;, = 1171 kg/m>, and an absorption
o = 1.38 dB/cm at 0.5 MHz, matching the reported values
for similar polymers [37,52].

APPENDIX C: EXPERIMENTAL METHODS

The experimental setup is sketched in Fig. 5. The exper-
iments are conducted in a 0.80 x 0.43 x 0.63 m> water
tank filled with degassed and distilled water at 26 °C. The
ultrasound emitter is composed of a spherically focused
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piezoelectric transducer, custom made with a focal length
Fy =140 mm and an aperture 2a9 = 100 mm, with a
nominal frequency f; = 500 kHz, mounted in a custom-
designed stainless-steel housing. A custom-made electric-
impedance-matching network is used to maximize the
power delivered to the transducer. The transducer is driven
with a 20-cycle sinusoidal pulse burst at a frequency f =
0.5 MHz by a function generator (14 bits, 100 MS/s (mil-
lion samples per second), model PXI5412, National Instru-
ments) and amplified by a linear rf amplifier (ENI 1040L,
400 W, 55 dB, ENI, Rochester, NY, USA). The pressure
field is measured by a needle hydrophone with a 500-m
active diameter (model HNR-500, Onda, Sunnyvale, CA,
USA). The source amplitude is set low enough to avoid
any nonlinear effects during propagation. The hydrophone
signals are digitized at a sampling rate of 64 MHz by
a digitizer (model PXI5620, National Instruments) and
averaged 20 times to increase the signal-to-noise ratio.
A three-dimensional micropositioning system (controller
model C-884 and three L-511 orthogonal linear stages, PI
miCos GmbH, Germany) is used to move the hydrophone
in three orthogonal directions with an accuracy of 10 pum.
The scanning area for the sagittal cross sections, p (x,z),
covers a range from —12 to 12 mm in the x direction and
from 69 to 115 mm in the z direction, using step sizes
of 0.5 and 1 mm, respectively, and the scanning area for
the transverse cross-section planes, p (x,y), covers a range
from —12 to 12 mm in both the x and the y directions, using
a step size of 0.5 mm. All the signal-generation and acqui-
sition processes are based on an NI8176 National Instru-
ments PXI-Technology controller, which also controls the
micropositioning system. Temperature measurements are
performed throughout the whole process to ensure no
temperature changes of more than 0.5 °C.

The sound speed in the water is ¢y = 1475 m/s (at
a temperature of 17.7 °C in the tank), the density is
po = 1000 kg/m?, and the absorption is ag = 0.59 x 1073
dB/cm at 0.5 MHz. For the ex vivo human skull, the sound
speed ranges from ¢y to cmax = 2958 m/s, with an aver-
age of cpean = 2149 m/s, and the density ranges from
00 t0 pmax = 2086 kg/m3, with an average of pPmean =
1494 kg/m®, matching the values reported in the litera-
ture [53,54]. The absorption of the skull is set to a value
Oskul = 5.21 dB/em at 0.5 MHz [55].

APPENDIX D: TRANSCRANIAL VORTICES WITH
HIGH-ORDER TOPOLOGICAL CHARGE

More complex vortex holograms are numerically
designed to demonstrate the feasibility of using this
method to generate higher-topological-charge acoustic
vortices. In particular, a topological charge of / = 2 is cho-
sen. For the backward-simulation step in the time-reversal
approach, a set of 44 virtual sources are located on a ring of
radius 7y = 4.1 mm (1.391) in the plane z, = F = 97.4 mm
(331), centered at x = y = 0. Each source is set to emit a
sinusoidal signal with a complex amplitude proportional to
exp(ilf), with [ = 2.

A comparison of the simulated acoustic fields gener-
ated by the lenses for both homogeneous and aberrating
media is shown in Fig. 6. The magnitudes of the acoustic-
pressure sagittal fields (|p (x, 0, z)| /pmax) for the water-only
and transcranial cases are shown in Figs. 6(al) and 6(a2),
respectively. We can identify that the designed hologram
generates a void-containing beam whose pressure peaks
around the focal distance (z = 96.9 mm for the water-
only case and z = 98.3 mm for the transcranial case). The
transverse field profiles, measured at z = F, are given in
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Simulated fields of vortex holograms (/ = 2) designed for water-only and transcranial-propagation media. (al) Water-only

and (a2) transcranial normalized sagittal cross sections of the field at y = 0. (b1,c1) Water-only and (b2,c2) transcranial magnitude
and phase, respectively, of a transverse cross section of the field obtained atz = F.

Figs. 6(b1), 6(b2), 6(c1), and 6(c2). The magnitudes of the
water-only and transcranial fields [Figs. 6(bl) and 6(b2)]
show a ring-shaped distribution, and at its center the field
vanishes. The null is caused by the phase singularity at the
focal spot, which is clearly visible in Figs. 6(cl) and 6(c2)
for the water-only and transcranial cases, respectively.
In addition, we can identify that the phase singularity is
the result of a screw dislocation produced by the coun-
terclockwise rotation of the phase, marked by the red
arrows.

In Fig. 7(a), the magnitude of the field is shown in detail
for a transverse section. The water-only and transcranial

1 1
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FIG. 7. Detailed cross-section view of the pressure fields for

the water-only (red continuous line) and transcranial (black con-
tinuous line) holograms for the higher topological charge / = 2.
(a) Normalized magnitude of the field at z = F and y = 0. (b)
Normalized phase of the field versus the azimuthal angle. (c)
Axial cross section of the field simulated at y = —3.7 and x =
0 mm.

fields agree, and the beam shows a width of 7.4 mm (2.5
times the wavelength at the nominal frequency). The phase
as a function of the azimuthal angle at a radial distance of
3.7 mm, corresponding to half the beam width, is shown
in detail in Fig. 7(b). The generated transverse field shows
a levorotatory phase distribution whose phase rotates as a
function of the azimuthal angle at a rate given by the topo-
logical charge, / = 2. Therefore, the phase rotates by 4w
times in a complete azimuthal turn, and the water-only and
transcranial results agree to high accuracy. Finally, the lon-
gitudinal cross section of the field along the axial coordi-
nate, measured at y = —3.7 mm and x = 0 mm (matching
the peak pressure location), is shown in Fig. 7(c), where
both the water-only and the transcranial holograms show
very similar focusing.

[1] W. J. Elias, D. Huss, T. Voss, J. Loomba, M. Khaled, E.
Zadicario, R. C. Frysinger, S. A. Sperling, S. Wylie, S. J.
Monteith, et al., A pilot study of focused ultrasound tha-
lamotomy for essential tremor, N. Engl. J. Med. 369, 640
(2013).

Y. Tufail, A. Yoshihiro, S. Pati, M. M. Li, and W. J.
Tyler, Ultrasonic neuromodulation by brain stimulation
with transcranial ultrasound, Nat. Protoc. 6, 1453 (2011).
N. Lipsman, Y. Meng, A. J. Bethune, Y. Huang, B. Lam,
M. Masellis, N. Herrmann, C. Heyn, 1. Aubert, A. Boutet,
et al., Blood—brain barrier opening in Alzheimer’s disease
using MR-guided focused ultrasound, Nat. Commun. 9, 1
(2018).

Y. Su, J. Ma, L. Du, J. Xia, Y. Wu, X. Jia, Y. Cai, Y.
Li, J. Zhao, and Q. Liu, Application of acoustic radiation
force impulse imaging (ARFI) in quantitative evaluation of
neonatal brain development, Clin. Exp. Obstet. Gynecol.
42,797 (2015).

J. F. Nye and M. V. Berry, in Mathematical, Physical Sci-
ences and Engineering. Roy. Soc. London, London A (The
Royal Society, 1974), Vol. 336, p. 165.

(2]

(3]

[4]

(]

054070-8


https://doi.org/10.1056/NEJMoa1300962
https://doi.org/10.1038/nprot.2011.371
https://doi.org/10.1038/s41467-018-04529-6

TRANSCRANIAL FOCUSING OF ULTRASONIC VORTICES...

PHYS. REV. APPLIED 14, 054070 (2020)

[6] J.-L. Thomas and R. Marchiano, Pseudo Angular Momen-
tum and Topological Charge Conservation for Nonlinear
Acoustical Vortices, Phys. Rev. Lett. 91, 244302 (2003).

[7] K. Volke-Sepulveda, A. O. Santillan, and R. R. Boullosa,
Transfer of Angular Momentum to Matter from Acousti-
cal Vortices in Free Space, Phys. Rev. Lett. 100, 024302
(2008).

[8] K. Skeldon, C. Wilson, M. Edgar, and M. Padgett, An
acoustic spanner and its associated rotational Doppler shift,
New J. Phys. 10, 013018 (2008).

[9] L. Zhang and P. L. Marston, Angular momentum flux of
nonparaxial acoustic vortex beams and torques on axisym-
metric objects, Phys. Rev. E 84, 065601 (2011).

[10] A. Anh&user, R. Wunenburger, and E. Brasselet, Acoustic
Rotational Manipulation Using Orbital Angular Momen-
tum Transfer, Phys. Rev. Lett. 109, 034301 (2012).

[11] C. E. Demore, Z. Yang, A. Volovick, S. Cochran, M. P.
MacDonald, and G. C. Spalding, Mechanical Evidence of
the Orbital Angular Momentum to Energy Ratio of Vortex
Beams, Phys. Rev. Lett. 108, 194301 (2012).

[12] Z. Hong, J. Zhang, and B. W. Drinkwater, Observation of
Orbital Angular Momentum Transfer from Bessel-Shaped
Acoustic Vortices to Diphasic Liquid-Microparticle Mix-
tures, Phys. Rev. Lett. 114, 214301 (2015).

[13] A. Riaud, M. Baudoin, J.-L. Thomas, and O. B. Matar,
Cyclones and attractive streaming generated by acoustical
vortices, Phys. Rev. E 90, 013008 (2014).

[14] J. Wu, Acoustical tweezers, J. Acoust. Soc. Am. 89, 2140
(1991).

[15] D. Baresch, J.-L. Thomas, and R. Marchiano, Observation
of a Single-Beam Gradient Force Acoustical Trap for Elas-
tic Particles: Acoustical Tweezers, Phys. Rev. Lett. 116,
024301 (2016).

[16] A.Marzo, M. Caleap, and B. W. Drinkwater, Acoustic Vir-
tual Vortices with Tunable Orbital Angular Momentum for
Trapping of mie Particles, Phys. Rev. Lett. 120, 044301
(2018).

[17] Z. Gong and M. Baudoin, Particle Assembly with Syn-
chronized Acoustic Tweezers, Phys. Rev. Appl. 12, 024045
(2019).

[18] A. Ashkin, Acceleration and Trapping of Particles by Radi-
ation Pressure, Phys. Rev. Lett. 24, 156 (1970).

[19] D. G. Grier, A revolution in optical manipulation, Nature
424,810 (2003).

[20] M. Baudoin, J.-L. Thomas, R. Al Sahely, J.-C. Gerbedoen,
Z. Gong, A. Sivery, O. B. Matar, N. Smagin, P. Favreau,
and A. Vlandas, Spatially selective manipulation of cells
with single-beam acoustical tweezers, Nat. Commun. 11, 1
(2020).

[21] M. A. Ghanem, A. D. Maxwell, Y.-N. Wang, B. W. Cunitz,
V. A. Khokhlova, O. A. Sapozhnikov, and M. R. Bailey,
Noninvasive acoustic manipulation of objects in a living
body, Proc. Natl. Acad. Sci. USA 117, 16848 (2020).

[22] D. Baresch and V. Garbin, Acoustic trapping of microbub-
bles in complex environments and controlled payload
release, Proc. Natl. Acad. Sci. USA 117, 15490 (2020).

[23] B. T. Hefner and P. L. Marston, An acoustical helicoidal
wave transducer with applications for the alignment of
ultrasonic and underwater systems, J. Acoust. Soc. Am.
106, 3313 (1999).

[24] R. Marchiano and J.-L. Thomas, Synthesis and analysis of
linear and nonlinear acoustical vortices, Phys. Rev. E 71,
066616 (2005).

[25] J. F. Pazos-Ospina, J. L. Ealo, and E. E. Franco, Charac-
terization of phased array-steered acoustic vortex beams, J.
Acoust. Soc. Am. 142, 61 (2017).

[26] J. L. Ealo, J. C. Prieto, and F. Seco, Airborne ultrasonic
vortex generation using flexible ferroelectrets, IEEE Trans.
Ultrason. Ferroelectr. Freq. Control 58, 1651 (2011).

[27] N. Jiménez, R. Pico, V. Sanchez-Morcillo, V. Romero-
Garcia, L. M. Garcia-Raffi, and K. Staliunas, Formation
of high-order acoustic Bessel beams by spiral diffraction
gratings, Phys. Rev. E 94, 053004 (2016).

[28] T. Wang, M. Ke, W. Li, Q. Yang, C. Qiu, and Z. Liu, Par-
ticle manipulation with acoustic vortex beam induced by
a brass plate with spiral shape structure, Appl. Phys. Lett.
109, 123506 (2016).

[29] N. Jiménez, V. Romero-Garcia, L. M. Garcia-Raffi, F.
Camarena, and K. Staliunas, Sharp acoustic vortex focusing
by Fresnel-spiral zone plates, Appl. Phys. Lett. 112,204101
(2018).

[30] S. Gspan, A. Meyer, S. Bernet, and M. Ritsch-Marte,
Optoacoustic generation of a helicoidal ultrasonic beam, J.
Acoust. Soc. Am. 115, 1142 (2004).

[31] R. D. Muelas-Hurtado, J. L. Ealo, J. F. Pazos-Ospina, and
K. Volke-Sepulveda, Generation of multiple vortex beam
by means of active diffraction gratings, Appl. Phys. Lett.
112, 084101 (2018).

[32] X. Jiang, Y. Li, B. Liang, J.-C. Cheng, and L. Zhang, Con-
vert Acoustic Resonances to Orbital Angular Momentum,
Phys. Rev. Lett. 117, 034301 (2016).

[33] L. Ye, C. Qiu, J. Lu, K. Tang, H. Jia, M. Ke, S. Peng, and
Z. Liu, Making sound vortices by metasurfaces, AIP Adv.
6, 085007 (2016).

[34] A. Marzo, A. Ghobrial, L. Cox, M. Caleap, A. Croxford,
and B. Drinkwater, Realization of compact tractor beams
using acoustic delay-lines, Appl. Phys. Lett. 110, 014102
(2017).

[35] C.J. Naify, C. A. Rohde, T. P. Martin, M. Nicholas, M. D.
Guild, and G. J. Orris, Generation of topologically diverse
acoustic vortex beams using a compact metamaterial aper-
ture, Appl. Phys. Lett. 108, 223503 (2016).

[36] H. Esfahlani, H. Lissek, and J. R. Mosig, Generation of
acoustic helical wavefronts using metasurfaces, Phys. Rev.
B 95, 024312 (2017).

[37] K. Melde, A. G. Mark, T. Qiu, and P. Fischer, Holograms
for acoustics, Nature 537, 518 (2016).

[38] S. Jiménez-Gambin, N. Jiménez, J. M. Benlloch, and F.
Camarena, Generating Bessel beams with broad depth-of-
field by using phase-only acoustic holograms, Sci. Rep. 9,
1 (2019).

[39] C. Horodyckid, M. Canney, A. Vignot, R. Boisgard, A.
Drier, G. Huberfeld, C. Frangois, A. Prigent, M. D. Santin,
C. Adam, et al., Safe long-term repeated disruption of the
blood-brain barrier using an implantable ultrasound device:
A multiparametric study in a primate model, J. Neurosurg.
126, 1351 (2017).

[40] A. Idbaih, M. Canney, L. Belin, C. Desseaux, A. Vig-
not, G. Bouchoux, N. Asquier, B. Law-Ye, D. Leclercq,
A. Bissery, et al., Safety and feasibility of repeated and

054070-9


https://doi.org/10.1103/PhysRevLett.91.244302
https://doi.org/10.1103/PhysRevLett.100.024302
https://doi.org/10.1088/1367-2630/10/1/013018
https://doi.org/10.1103/PhysRevE.84.065601
https://doi.org/10.1103/PhysRevLett.109.034301
https://doi.org/10.1103/PhysRevLett.108.194301
https://doi.org/10.1103/PhysRevLett.114.214301
https://doi.org/10.1103/PhysRevE.90.013008
https://doi.org/10.1121/1.400907
https://doi.org/10.1103/PhysRevLett.116.024301
https://doi.org/10.1103/PhysRevLett.120.044301
https://doi.org/10.1103/PhysRevApplied.12.024045
https://doi.org/10.1103/PhysRevLett.24.156
https://doi.org/10.1038/nature01935
https://doi.org/10.1038/s41467-020-18000-y
https://doi.org/10.1073/pnas.2003569117
https://doi.org/10.1121/1.428184
https://doi.org/10.1103/PhysRevE.71.066616
https://doi.org/10.1121/1.4985194
https://doi.org/10.1109/TUFFC.2011.1992
https://doi.org/10.1103/PhysRevE.94.053004
https://doi.org/10.1063/1.4963185
https://doi.org/10.1063/1.5029424
https://doi.org/10.1121/1.1643367
https://doi.org/10.1063/1.5016864
https://doi.org/10.1103/PhysRevLett.117.034301
https://doi.org/10.1063/1.4961062
https://doi.org/10.1063/1.4972407
https://doi.org/10.1063/1.4953075
https://doi.org/10.1103/PhysRevB.95.024312
https://doi.org/10.1038/nature19755
https://doi.org/10.1038/s41598-018-37186-2
https://doi.org/10.3171/2016.3.JNS151635

JIMENEZ-GAMBIN, JIMENEZ, and CAMARENA

PHYS. REV. APPLIED 14, 054070 (2020)

transient blood—brain barrier disruption by pulsed ultra-
sound in patients with recurrent glioblastoma, Clin. Cancer
Res. 25, 3793 (2019).

[41] A. Abrahao, Y. Meng, M. Llinas, Y. Huang, C. Hamani, T.
Mainprize, 1. Aubert, C. Heyn, S. E. Black, K. Hynynen,
et al., First-in-human trial of blood—brain barrier opening
in amyotrophic lateral sclerosis using MR-guided focused
ultrasound, Nat. Commun. 10, 1 (2019).

[42] C. Shen, J. Xu, N. X. Fang, and Y. Jing, Anisotropic
Complementary Acoustic Metamaterial for Canceling out
Aberrating Layers, Phys. Rev. X 4, 041033 (2014).

[43] G. Maimbourg, A. Houdouin, T. Deffieux, M. Tanter, and
J.-F. Aubry, 3D-printed adaptive acoustic lens as a disrup-
tive technology for transcranial ultrasound therapy using
single-element transducers, Phys. Med. Biol. 63, 025026
(2018).

[44] S. Jiménez-Gambin, N. Jiménez, J. M. Benlloch, and F.
Camarena, Holograms to Focus Arbitrary Ultrasonic Fields
through the Skull, Phys. Rev. Appl. 12, 014016 (2019).

[45] U. Schneider, E. Pedroni, and A. Lomax, The calibration
of CT hounsfield units for radiotherapy treatment planning,
Phys. Med. Biol. 41, 111 (1996).

[46] T. D. Mast, Empirical relationships between acoustic
parameters in human soft tissues, Acoust. Res. Lett. Online
1, 37 (2000).

[47] M. Tabei, T. D. Mast, and R. C. Waag, A k-space method
for coupled first-order acoustic propagation equations, J.
Acoust. Soc. Am. 111, 53 (2002).

[48] B. E. Treeby and B. Cox, Modeling power law absorption
and dispersion for acoustic propagation using the fractional
laplacian, J. Acoust. Soc. Am. 127, 2741 (2010).

[49] B. E. Treeby, J. Jaros, A. P. Rendell, and B. Cox, Modeling
nonlinear ultrasound propagation in heterogeneous media
with power law absorption using ak-space pseudospectral
method, J. Acoust. Soc. Am. 131, 4324 (2012).

[50] G. Maimbourg, A. Houdouin, T. Deffieux, M. Tanter, and
J.-F. Aubry, Steering capabilities of an acoustic lens for
transcranial therapy: Numerical and experimental studies,
IEEE Trans. Biomed. Eng. 67, 27 (2019).

[51] N. Jiménez, F. Camarena, J. Redondo, V. Sanchez-
Morcillo, Y. Hou, and E. E. Konofagou, Time-domain sim-
ulation of ultrasound propagation in a tissue-like medium
based on the resolution of the nonlinear acoustic con-
stitutive relations, Acta Acust. United Ac. 102, 876
(2016).

[52] M. Ferri, J. M. Bravo, J. Redondo, S. Jiménez-Gambin,
N. Jiménez, F. Camarena, and J. V. Sanchez-Pérez, On the
evaluation of the suitability of the materials used to 3D print
holographic acoustic lenses to correct transcranial focused
ultrasound aberrations, Polymers 11, 1521 (2019).

[53] J. Hill, Physical activity and obesity, Lancet 363, 182
(2004).

[54] A. Bouakaz and J.-M. Escoffre, Therapeutic Ultrasound
(Springer, Cham, Switzerland, 2016).

[55] R. S. Cobbold, Foundations of Biomedical Ultrasound
(Oxford University Press, New York, 2006).

054070-10


https://doi.org/10.1158/1078-0432.CCR-18-3643
https://doi.org/10.1038/s41467-019-12426-9
https://doi.org/10.1088/1361-6560/aaa037
https://doi.org/10.1103/PhysRevApplied.12.014016
https://doi.org/10.1088/0031-9155/41/1/009
https://doi.org/10.1121/1.1336896
https://doi.org/10.1121/1.1421344
https://doi.org/10.1121/1.3377056
https://doi.org/10.1121/1.4712021
https://doi.org/10.1109/TBME.2019.2907556
https://doi.org/10.3813/AAA.919002
https://doi.org/10.3390/polym11091521
https://doi.org/10.1016/S0140-6736(03)15368-8

	I. INTRODUCTION
	II. HOLOGRAM GENERATION
	III. RESULTS
	A. Vortices in a homogeneous medium
	B. Vortex synthesis for transcranial propagation

	IV. CONCLUSIONS
	ACKNOWLEDGMENTS
	A. APPENDIX A: SIMULATION METHODS
	B. APPENDIX B: LENS DESIGN
	C. APPENDIX C: EXPERIMENTAL METHODS
	D. APPENDIX D: TRANSCRANIAL VORTICES WITH HIGH-ORDER TOPOLOGICAL CHARGE
	. References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. 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 for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


