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Abstract Bio-compatible magnetic fluids having high
saturation magnetization find immense applications in
various biomedical fields. Aqueous ferrofluids of super-
paramagnetic iron oxide nanoparticles with narrow size
distribution, high shelf life and good stability is realized by
controlled chemical co-precipitation process. The crystal
structure is verified by X-ray diffraction technique. Particle
sizes are evaluated by employing Transmission electron
microscopy. Room temperature and low-temperature mag-
netic measurements were carried out with Superconducting
Quantum Interference Device. The fluid exhibits good
magnetic response even at very high dilution (6.28 mg/cc).
This is an advantage for biomedical applications, since only
a small amount of iron is to be metabolised by body organs.
Magnetic field induced transmission measurements carried
out at photon energy of diode laser (670 nm) exhibited
excellent linear dichroism. Based on the structural and
magnetic measurements, the power loss for the magnetic
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nanoparticles under study is evaluated over a range of
radiofrequencies.
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Introduction

Colloidal suspensions of ultrafine magnetic particles (fer-
rofluids) have widespread applications in fields of both
engineering [1-3] and biomedicine [3-6]. Ferrofluids are
used in loudspeakers as coolants and dampers, in dynamic
sealing, smart Ferrogel preparation [7] for controlled
delivery of drugs and as contrast enhancing agents [8].
Ferrofluids are synthesized by dispersing nanosized mag-
netic particles in carrier liquids with suitable surfactants
and proper stabilization techniques. The biocompatibility
and the ease with which it can be dispersed in water qualify
iron oxide-based ferrofluid a competent candidate for
membrane separation, intraocular retinal repair, early
diagnosing, imaging and magnetic hyperthermia [9] for
cancer therapy, enzyme immobilization of cell targeting
and targeted drug delivery [10]. The surface area, size and
shape of the nanoparticles decide the physical and chemical
properties of these particles to a great extent, which in turn
decide the performance in various applications [11]. The
particle size, and its distribution, the magnetic and flow
properties of the fluid influence the application parameters
especially in biomedicine. The spherical shape and
monodispersibility of SPIONs are often a prerequisite for
application in living tissues [12]. So, optimization of the
synthesis of nanoparticles and their conjugation with
organic molecules onto the surface becomes very much
essential.
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Magnetic hyperthermia surmounts other techniques of
hyperthermia for cancer treatment because of reduced side
effects such as damage to healthy tissues [13]. Magnetic
hyperthermia or magneto-thermo cytolysis refers to heating
of cells attached to magnetic particle by an external AC
magnetic field. The increase in temperature is caused due
to hysteresis loss. In the case of superparamagnetic parti-
cles, the loss is caused by the relaxation processes [14].
The heat dissipated when subjected to an alternating
magnetic field depends on the fluid properties such as
viscosity, the ratio of relaxation frequency to the applied
frequency, size distribution of the magnetic component,
domain magnetization and density and the specific heat
capacity of the magnetic constituent [15]. There are reports
of reduction in magnetization with decrease in particle size
in the case of oxide magnetic materials [16]. This is due to
finite size effect. Magnetic nanoparticles—drug conjugate
attached to an antibody or hormone can be magnetically
guided to the tumour site and could specifically bind to it.
This provides a platform for optimum dosage of drug.

The stability of the fluid against sedimentation is deci-
ded collectively by competing interactions [1, 3, 17, 18]
such as van der waals interactions, dipolar interactions,
viscous force of the carrier liquid, and the electrostatic and
steric repulsion of the surfactant. Surfacted ferrofluid have
a long chain of organic molecule around the surface and
mainly, steric repulsion provides stabilization. In ionic
fluids, the electrostatic repulsion provides stabilization.
Hence, the pH of such fluids may vary considerably (from
3 to 9) from basic to acidic depending on the treatment of
the nanoparticles after precipitation. Citric acid, a bio-
compatible surfactant, presents both electrostatic and steric
effects and could easily get conjugated to iron oxide par-
ticles. Iron oxide is most recommended because of its
higher magnetization values, lesser toxicity [19] and the
ease of metabolism by the liver. In the present study, we
report the synthesis of highly stable water-based iron oxide
fluid with narrow particle size distribution at neutral pH,
and the evaluation of magnetic properties for hyperthermia
application. The cell viability test conducted with these
fluids on He La cells was promising (not included). To
study the relaxation of the fluid in an external magnetic
field, the magneto-optic linear dichroism measurement is
presented. The power loss spectrum of these nanoparticles
in an external alternating magnetic field is simulated to
investigate the possibility of applying in AC magnetic
heating.

Experimental

Monodispersed iron oxide particles of average size
9.5 nm were synthesized through controlled chemical

co-precipitation method. For this, analytical grade anhy-
drous ferric chloride (FeCls) and ferrous sulphate hepta-
hydrate (FeSO,4.7H,0 from Merk) in the molar ratio of 2:1
each in 500 ml of distilled water were taken as the starting
solution. To the solution, 12% of aqueous ammonia was
added while stirring at room temperature to supersaturate
for the precipitation of the oxide. The rate of reaction was
controlled by allowing one drop of ammonia per second to
react with this solution until a pH of 10, to get a thick dark
precipitate. Five grams of citric acid crystals dissolved in
10 ml water was added to this wet precipitate and allowed
for further reaction at an elevated temperature of 80°C
while stirring for another 90 min. This sample was then
washed with distilled water several times for the removal
of water soluble byproducts. This is then suspended in
distilled water by ultrasound treatment. The obtained fluid
was kept for gravity settling of any bare nanoparticles and
was then centrifuged at a rotation speed of 3500 rpm to
remove any particles that may sediment. The supernatant
fluid is extracted for further analysis. The concentration of
the magnetic particles is estimated to be 6.28 mg/cc.

The structural characterization was carried out using
X-ray diffraction (XRD) technique (Rigaku D Max) at Cu
Ko. The particles were analysed with Transmission elec-
tron microscopy (TEM). The samples for the above-men-
tioned experiments were prepared by evaporating the
moisture content from the fluid. Room temperature and low
temperature magnetic measurements were performed in a
Superconducting Quantum Interference Device (SQUID)
magnetometer (MPMS Quantum Design). The magneto-
optical linear dichroism measurements were carried out on
the fluid taken in a 1-cm cuvette at the photon energy of
diode laser (670 nm). The simulation of the power loss
spectrum of the sample was performed for applied field
strength of 5000e in the range 100-900 kHz.

Results and Discussion

The fluid synthesized exhibited good shelf life and stability
against sedimentation under gravitational and magnetic
fields. Fluid when an external magnetic field is applied
normal to the free surface exhibited good spiking.

Structural and Morphological Analysis

The X-ray diffraction pattern (Fig. 1) shows that the iron
oxide particles have crystallized in the inverse spinel
structure with a lattice constant of 8.41A. All the major
crystallographic planes corresponding to inverse spinel are
identified [ICDD PDF No.750449]. It is hard to differen-
tiate between maghemite (y Fe,O3) and magnetite (Fe;O,4)
using X-ray diffraction analysis alone, since both represent
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Fig. 1 XRD pattern of the fluid particles

an inverse spinel structure and the (hkl) planes are similar.
However, from XRD analysis, it is seen that the compound
contains no traces of nonmagnetic haematite (o-Fe,O3).
There is significant broadening of peaks due to the size
reduction in particles. The particle size is calculated from
the line broadening applying Scherer’s formula [20] and is
found to be 9.5 nm. The TEM images (Fig. 2a) show that
the particles are nearly spherical. Statistical analysis
(Fig. 2b) of the images revealed a normal distribution of
particles with a mean size of 10 nm and a width of 3 nm.
This is in fair agreement with the particle size obtained
from X-ray diffraction measurements.

The narrow size distribution is an advantage while
considering the magnetic hyperthermia applications or for
targeted drug delivery. The hydrodynamic length of a
single citric acid molecule is calculated to be nearly
0.7 nm. This is the thickness of the surfactant monolayer.
So, there is a minimum spacing of 1.4 nm between the iron
oxide nanoparticles.

Fig. 2 a Transmission electron
micrograph (TEM), b particle
size distribution

@ Springer

Magnetic Characterization

For magnetization measurements, 3 micro litres of the fluid
was dropped over to a quartz substrate and the base liquid
was allowed to evaporate. Magnetic Hysteresis loops of
SPIONs were measured at room temperature and at a low
temperature of 6 K and are depicted in Fig. 3. Field-cooled
(FC) and zero field—cooled (ZFC) magnetization mea-
surements were carried out in an applied field of 30 mT
from 6 to 300 K.

The room temperature M-H loop exhibits negligible
coercivity (90e) and remanence, which signifies the
superparamagnetic nature of particles. This is further ver-
ified by fitting experimental curve with the modified
Langevin function [21] for the particles with normal size
distribution (Fig. 4).

M /M, = L(a), where a = mH/kgT (1)
L(a) = Coth(a) - 1/, @

with normal distribution of particles having a width “b”
the function get modified to
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Fig. 3 Magnetic hysteresis curves of SPIONs at 300 and 6 K (inset):
enlarged loop under low Fields
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(1 — b)sinh(a(l + b)) 3)
(14 b) sinh(a(1 — b))

L(a) = (1/2ba)In

Where M is the magnetic moment for an applied field H,
M; is the spontaneous magnetization, kg is the Boltzmann
constant and T the temperature.

At 6 K, the coercivity was 1250e and where the parti-
cles are in a thermodynamically blocked state. This is
evident from ZFC measurement also. The saturation
magnetization at room temperature calculated by extrapo-
lating the linear portion of Magnetization versus inverse of
the applied field at higher field values is 0.418 emu/cc
(Fig. 4 (inset). For a concentration of 6.288 mg/cc, the
specific magnetization of the magnetic particles is 67emu/
g. It is clearly seen that the magnetic moment is saturated at
low applied fields and there is no further variation of
moment even at high applied fields. If there are any traces
of haematite, the moment even at high applied fields would
not have been saturated. This is yet another evidence for
the nonoccurrence of nonmagnetic iron oxide phase.

The specific magnetization of 67 emu/g for SPIONS is
reasonably a good value and is sufficient for applications.
The ZFC and FC moments were measured at an applied
field of 30mT (Fig. 5). The ZFC shows a broad blocking
behaviour with a maximum moment at 140 K, and above
this temperature, it decreases gradually. This signifies the
distribution of energy barriers present in the sample, and
that they act as an ensemble of interacting fine particles.
This may be collectively due to the randomly oriented
surface spins, the size distribution [22, 23] and the inter-
particle interactions. However, the presence of surfactant
may eliminate the surface anisotropy as is reported by Roca
et al. [24]. The hydrodynamic length of citric acid is nearly
0.7 nm that gives a physical separation of 1.4 nm between
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Fig. 4 Theoretical fitting of normalized moment with Langevin
function. (Inser) Magnetization—H ™" plot for Iron Oxide nanoparticles
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Fig. 5 Zero Field Cooled (ZFC) and Field Cooled (FC) magnetiza-
tion at 30mT

particles’ surfaces, since the base liquid has been dried off
before subjecting to magnetization measurements. Thus,
there could exist among particles strong dipolar interaction
that causes an increase in the effective energy and
enhanced magnetic volume. This explains the increased
value for the blocking temperature. It is also seen that both
the FC and ZFC curves show almost little decrease with
temperature which establishes the inter-particle interaction
that competes the thermal fluctuation [25].

The interacting nature and hence the enhanced magnetic
volume will spoil the performance in biomedical applica-
tions. So, to study the actual behaviour of the fluid in an
applied magnetic field, magnetic dichroism measurements
were carried out.

Magneto-Optical Characterization

Linear magnetic dichroism measurements were carried out
on the ferrofluid samples. The linear transmittance was
fixed at 10%. The field dependant absorbance of parallel
and perpendicular polarized light through magnetized
medium is depicted in Fig. 6. Here, the relaxation process
has contributions from both Brownian and Neel type.

The absorbance of the light polarized parallel to the
applied field increases while that for the perpendicular
polarized light decreases, when the field is applied per-
pendicular to the light propagation. This is expected for a
fluid with no preexisting aggregates [26]. Also, it is
observed that the transmission relaxes back rapidly to the
zero field value as soon as the field is removed. This
emphasizes the noninteracting nature of the particles while
in the fluid. Citric acid, being ionic in nature, may also
contribute to this rapid relaxation since the ions which are
diffusing through the system can redistribute the energy
faster.

@ Springer



Nanoscale Res Lett (2010) 5:1706-1711

1710
—=—perpendicular| -

0.020 4 | —e— parallel
0.015 4

@

=

=

= 0.010+

=

1

S

2

<« 0.005
T ——

0 1000 1500 2000 2500 3000

-0.005

applied field (G)

Fig. 6 Field induced optical absorbance for the aqueous ferrofluid in
two different polarizations

The superparamagnetic nature, narrow size distribution,
noninteracting nature along with high-specific magnetization
make this sample a promising candidate for bio-applications.
The possibility of this particular sample for magnetic
hyperthermia application is analysed theoretically by eval-
uating the specific power loss in an alternating magnetic field.

Theoretical Analysis for Magnetic Heating

Since the hysteresis is almost negligible as is concluded
from M-H loop, the power dissipation is due to the relax-
ation processes. The power loss produced in an applied AC
magnetic field as a function of the relaxation time is given
by [27, 28]

(mHaor)?

= 4
2tVkgT(1 4+ w*1?) )

where m is the magnetic moment of the particle, V the
particle volume, t the relaxation time, H is the strength of
the magnetic field and o is the angular frequency of the
applied AC magnetic field. The relaxation time 7 is given

by the equation
1 1 1

=4 5
T ‘EN+‘L'B ()

the Neel relaxation time Ty is [28]
7t, exp(KV /kgT)
N =

6
2+/KV [kgT (©)
and the Brownian relation time 7y is
4mnr’
= 7
B T 0

where 7, is the characteristic time constant ~ 107, K the
anisotropy constant, # is the viscosity of the medium and r

@ Springer

the hydrodynamic radius of the particle. Since the viscosity
of living tissue is very high, the Brownian relaxation time
becomes very large. So, Neel relaxation dominates when
the particle is functionalized and introduced for hyper-
thermia application. So, the power loss and hence the heat
generated becomes a function of domain magnetization,
anisotropy and volume of the particle for an AC field of
fixed strength and frequency.

The anisotropy constant K is calculated from the relation

KV =25 kgTp (8)

where Ty is the blocking temperature obtained from the
ZFC measurements. The anisotropic constant calculated is of
the same order as that of bulk iron oxide (1.1 x 10° erg/cc)
[29] and is closer to the values reported in literature for iron
oxide suspended in water [30, 31].

The power loss (also known as specific absorption rate
SAR) of the prepared fluid particles, simulated as function
of AC frequency in the range of 100-900 kHz, is plotted
and is presented in Fig. 7. The results obtained are con-
sistent with the earlier calculations carried out by Okawa
et al. [27], where the power loss for varied sizes is evalu-
ated at a noninvasive frequency 120 kHz. Zhang et.al [32]
has reported the SAR variation with particle size at still
lower frequency of 55 kHz. The applied frequency for
maximum power loss depends on the magnetic diameter
where the Neel mechanism alone is considered. It is
reported that the optimum size for noninvasive frequencies
lies around 12-14 nm [27]. Recent simulations [33] show
that the power dissipation at an applied frequency of
800 kHz is 80 W/g and for 200 kHz, 10 W/g for an applied
field strength of 200 Oe. In this study, the corresponding
values of power loss are 330 W/g and 20 W/g, respec-
tively. Li et al. [31] studied the variation of SAR with the
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Fig. 7 Power loss spectrum as a function of AC frequency for the
ferrofluid
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viscosity of the fluid in which an increase in SAR with
viscosity was reported till twice the viscosity of water.
However, at 55 kHz and 200 Oe, for water suspended
fluids, they obtained a power loss of 57 W/g. It is seen
from Fig. 7 that the power loss increases with frequency.
The optimum frequency for required heat generation could
be selected on the basis of the actual experimental condi-
tion where magnetic hyperthermia needs to be performed.

Recent studies on cytotoxicity of these ferrofluids indi-
cate that they are highly biocompatible. The cell viability
test conducted via well-established 3-(4,5-dimethylthia-
zole-2-yl)-2,5-diphenyltetrazolium chloride MTT assay
[34] on He La cells in vitro shows viability up to a loading
of 10 micrograms per ml of cell.

Conclusions

Highly stable aqueous ferrofluid of SPIONs with citric acid
as surfactant has been successfully synthesized by con-
trolled chemical co-precipitation method. The structural
investigation by XRD and TEM shows good toning in
respect of the particle size. The magnetic analysis shows
that the nanoparticles are superparamagnetic in nature. The
fluid as such is typically a noninteracting ensemble of
nanoparticles which is evident from the magneto-optical
measurement. The saturation magnetization of the prepared
fluid is suitable for various biomedical applications espe-
cially for magneto hyperthermia. Based on the magnetic
measurements, the power dissipation in an alternating
magnetic field of 500 gauss as a function of applied fre-
quency is calculated.

Acknowledgments Authors thank Dr. Ildico Guhr and Prof.
G. Schatz University of Konstanz for SQUID measurements, and
DST-DAAD personnel exchange programme. MRA thanks AICTE
sponsored project “Center for Ferrofluids”. RMAP (ID.379) and TNN
(ID: 434) acknowledge CSIR and VS thanks UGC RFSMS for
research fellowships.

Open Access This article is distributed under the terms of the
Creative Commons Attribution Noncommercial License which per-
mits any noncommercial use, distribution, and reproduction in any
medium, provided the original author(s) and source are credited.

References

1. R.E. Rosensweig, Ferrohydrodynamics (Cambridge University
Press, New York, 1985)

2. R.P. Castillejos, J.A. Plaza, J. Esteve, P. Losantos, M.C. Acero,
C. Cane, F. Serra-Mestres, Sens Actuators 84, 176 (2000)

98]

10.

11.

12.

13.

14.

15.

16.
17.

19.
20.

21.

22.

23.
24.

25.

26.
217.

28.
29.

30.

31.

32.

33.

34.

. C. Scherer, A. Figero, M. Neto, Braz. J. Phys 35(3), 718 (2005)

. D.K. Kim, M. Mikhaylova, F.H. Wang, J. Kehr, B. Bjelke, Y.
Zhang, T. Tsakalakos, M. Muhammed, Chem. Mater. 15, 4343
(2003)

. N.A. Brusnetsov, V.V. Gogosov, T.N. Brusnetsova, A.V. Sergeev,
N.Y. Jurchenko, A. Kuznetsov, O.A. Kuznetsov, L.I. Shumakov,
J. Magn. Magn. Mater. 225, 113 (2001)

. D.L. Holligan, G.T. Gillies, J.P. Dailey, Nanotechnology 14, 661
(2003)

. T.Y. Liu, S.H. Hu, T.Y. Liu, D. Liu, S.Y. Chen, Langmuir 22,
5974 (2006)

. J.F. Lutz, S. Stiller, A. Hoth, L. Kaufner, U. Pison, R. Cartier,
Biomacromolecules 7, 3132 (2006)

. C.C. Berry, A.S.G. Curtis, J. Phys. D Appl. Phys. 36, R198

(2003)

M. Babincova, V. Altanerova, C. Altaner, C. Bergeman,

P. Babinec, IEEE Trans. Nanobioscience 7, 15 (2008)

P. Tartaj, M.P. Morales, S. Veintemillas-Verdaguer, T. Gonzalez-

Carreno, C.J. Serna, J. Phys. D Appl. Phys. 36, R182 (2003)

A. Petri-Fink, H. Hofmann, IEEE Trans. Nanobioscience 6(4),

289 (2007)

Q.A. Pankhurst, J. Connolly, S.K. Jones, J. Dobson, J. Phys.

D Appl. Phys. 36, R167 (2003)

R. Hiergeist, W. Andr4, N. Buske, R. Hergt, I. Hilger, U. Richter,

W. Kaiser, ] Magn.Magn.Mater. 201, 420 (1999)

J. Giri, P. Pradhan, T. Sriharsha, D. Bahadur, J. Appl. Phys 97,

10Q916 (2005)

Y. Jun, J. Seo, J. Cheon, Acc. Chem. Res. 41, 179 (2008)

E. Dubois, V. Cabuil, F. Boue, R. Perzynski, J. Chem. Phys. 111,

7147 (2001)

. J. de Vincente, A.V. Delgado, R.C. Plaza, J.D.G. Duran,

F. Gonsalez-Caballero, Langmuir 16, 7954 (2000)

L.F. Pavon, O.K. Okamoto, Einstein 5, 74 (2007)

B.D. Cullity, S.R. Stock, Elements of X-ray diffraction (Prentice

Hall, New Jersey, 2001)

T.N. Narayanan, A.P. Reena Mary, M.M. Shajumon, L. Ci, P.M.

Ajayan, M.R. Anantharaman, Nanotechnology 20, 055607 (2009)

S.J. Lee, J.R. Jeong, S.C. Shin, J.C. Kim, J.D. Kim, J. Magn.

Magn. Mater. 282, 147 (2004)

X. Battle, A. Labarta, J. Phys. D Appl. Phys. 35, R15 (2002)

A.G. Roca, M.P. Morales, K. O’Grandy, C.J. Serna, Nanotech-

nology 17, 2783 (2006)

J. Dai, J.Q. Wang, C. Sangregorio, J. Fang, E. Carpenter, J. Tang,

J. Appl. Phys. 87, 7397 (2000)

Q. Zhang, J. Wang, H. Zhu, J.Appl.Phys. 78, 3999 (1995)

K. Okawa, M. Sekine, M. Maeda, M. Tada, M. Abe, N. Mats-

ushida, K. Nishio, H. Handa, J. Appl. Phys 99, 08102 (2006)

R.E. Rosenswieg, J. Magn. Magn. Mater 252, 370 (2002)

B.D. Cullity, Introduction to Magnetic materials Philippines

(Addison Wesley, London, 1972)

Y.Z. Li, C.G. Hong, M.W. Xu, J. Magn. Magn. Mater 311,

228-233 (2007)

M. Ma, Y. Wu, J. Zhou, Y. Sun, Y. Zhang, N. Gu, J. Magn.

Magn. Mater. 268, 33 (2004)

L.Y. Zhang, Y.H. Dou, L. Zhang, H.C. Gu, Chin. Phys. Lett. 24,

483 (2007)

S. Purushotham, R.V. Ramanujan, J. Appl. Phys. 107, 114701

(2010)

R. Gopikrishnan, K. Zhang, P. Ravichandran, S. Baluchamy, V.

Ramesh, S. Biradar, P. Ramesh, J. Pradhan, J.C. Hall, A.K.

Pradhan, G.T. Ramesh, Nano-Micro Lett. 2, 27-30 (2010)

@ Springer



	Synthesis of Bio-Compatible SPION--based Aqueous Ferrofluids and Evaluation of RadioFrequency Power Loss for Magnetic Hyperthermia
	Abstract
	Introduction
	Experimental
	Results and Discussion
	Structural and Morphological Analysis
	Magnetic Characterization
	Magneto-Optical Characterization
	Theoretical Analysis for Magnetic Heating

	Conclusions
	Acknowledgments
	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


