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Abstract: Localized magnetic hyperthermia using magnetic nanoparticles (MNPs) under
the application of small magnetic fields is a promising tool for treating small or
deep-seated tumors. For this method to be applicable, the amount of MNPs used should be
minimized. Hence, it is essential to enhance the power dissipation or heating efficiency of
MNPs. Several factors influence the heating efficiency of MNPs, such as the amplitude and
frequency of the applied magnetic field and the structural and magnetic properties of
MNPs. We discuss some of the physics principles for effective heating of MNPs focusing
on the role of surface anisotropy, interface exchange anisotropy and dipolar interactions.
Basic magnetic properties of MNPs such as their superparamagnetic behavior, are briefly
reviewed. The influence of temperature on anisotropy and magnetization of MNPs is
discussed. Recent development in self-regulated hyperthermia is briefly discussed.
Some physical and practical limitations of using MNPs in magnetic hyperthermia are also
briefly discussed.
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1. Introduction
1.1. Localized Magnetic Hyperthermia

Magnetic hyperthermia is the field of treating cancer by supplying heat to tumor cells using
magnetic nanoparticles (MNPs) and an alternating magnetic field. This method could be promising to
treat small or deep-seated tumors. Magnetic hyperthermia using MNPs is a multidiscipline research
field which requires the involvement of physics, chemistry, material science and medical science. This
technique, which started in 1957 [1], where maghemite nanoparticles (y-Fe2O3) were used, is based on
the observation that tumor cells can be destroyed by heating the cells for a duration of time to
temperature between 43 and 46 °C while healthy cells are less affected [2,3]. The heating process is
enabled by the application of an alternating magnetic field of suitable amplitude and frequency. One of
the major issues that is being investigated in magnetic hyperthermia is the reduction of the amount of
MNPs that can be used in living organs [2,3]. In order to achieve this goal, the power dissipation or
heating efficiency of MNPs should be enhanced. Several factors influence the heating efficiency, such
as the amplitude and frequency of the external alternating magnetic field, magnetic anisotropy,
magnetization, particle-particle interactions, as well as the size and size distribution of the MNPs.
There are several excellent reviews that discuss magnetic hyperthermia using MNPs [4-6].

There are also several excellent reviews on the physics of heating efficiency using magnetic
nanoparticles in magnetic hyperthermia [7-9]. In this short review we focus on the physical and
magnetic properties of MNPs that are related to heating efficiency in magnetic hyperthermia. We only
discuss selective recent reports that display interesting results that could influence magnetic properties
for magnetic hyperthermia.

1.2. Main Properties of MNPs

Other than their intense applications in data storage devices [10,11], MNPs have several other
technological applications in biomedicine [12,13] such as magnetic resonance imaging, drug delivery
and magnetic hyperthermia.

Magnetic properties of nanoparticles (NPs) are dominated by two main features [14]; finite-size
effects (single-domain, multi-domain structures and quantum confinement) and surface effects, which
results from the symmetry breaking of the crystal structure at the surface of the particle, oxidation,
dangling bonds, surface stain, efc. Surface effects become significant as the particle size decreases
because the ratio of the number of surface atoms to the core atoms increases. It is well established that
several magnetic properties such as magnetic anisotropy, magnetic moment per atom, Curie
temperature, and the coercivity field of NPs can be different than those of a bulk material [14,15].
In most medical applications, the preferred size of the nanoparticles is typically around 10-50 nm. In
this range of sizes, usually a nanoparticle becomes a single magnetic domain (for minimization of its
magnetic energy) and shows superparamagnetic behavior when the temperature is above a certain
temperature called the blocking temperature. In the superparamagnetic state, a nanoparticle possesses a
large magnetic moment and behaves like a giant paramagnetic atom with a fast response to applied
magnetic fields with negligible remanence and coercivity. For hyperthermia applications, MNPs must
have high saturation magnetization, Ms values. High Ms values will result in large thermal energy



Nanomaterials 2015, 5 65

dissipation in the tumor cells. On the other hand, large Ms values give more control on the movement
of the MNPs in the blood using external magnetic field. However, it is important to understand that in
order to apply MNPs in hyperthermia, the NPs must satisfy two main conditions: they should have
large heating power, and they should have good stability. For good stability, MNPs are preferred to be
superparamagnetic. In the absence of an applied magnetic field, the superparamagnetic NPs lose their
magnetism at temperatures above the blocking temperature. This enables the particles to avoid
aggregation and maintain their colloidal stability. On the other hand, dipolar interactions between
MNPs become very small as the particles’ sizes become very small. This is the case because the
dipole-dipole interaction energy scale as 7° (7 is the inter-particle distance between particles). Reducing
the dipolar interactions will minimize particle aggregation in the existence of applied magnetic field.
However, with regard to the other condition, superparamagnetic NPs might not be the best choice.
In [16], it was reported that heating power was maximized in large ferromagnetic NPs with low
anisotropy. In addition, as reported in [17], the optimum size for the maximum power loss varies with
the amplitude of the applied magnetic field. Hence, the choice between superparamagnetic and
ferromagnetic NPs for hyperthermia is not a simple task where several experimental conditions should
be considered.

There are five main factors that determine the magnetic properties of nanoparticles. These are:
(a) the geometrical properties of the nanoparticles; (b) magnetic interactions that occur inside the
nanoparticle (intra-particle interactions); (c) particle-particle magnetic interactions (inter-particle
interactions); (d) magnetic interactions that occur between the nanoparticles and the matrix material;
and (e) particle-applied magnetic field interactions. The geometrical properties of the nanoparticles
include: (a) sizes of particles; (b) shapes of particles; (c) distributions of sizes; and (d) distributions of
anisotropy axes. Interactions inside a magnetic nanoparticle (intra-particle interactions) include:
(a) those inside the domain of a ferromagnetic particle, where the magnetic moments of atoms interact
via the exchange interaction; (b) those inside the domain of a ferrimagnetic particle, where the
magnetic moments of atoms interact via the super-exchange interaction; (c) interaction of moments
inside a multi-domain particle with each other; and (d) interaction of moments at the surface of a
nanoparticle with moments of the interior of the particle. Interactions between magnetic nanoparticles
(inter-particle interactions) include: (a) dipolar (dipole-dipole) interactions between the net magnetic
moments of the particles; (b) direct exchange interactions between moments at the surfaces of touching
particles; and (c) super-exchange interactions between non-touching particles such as magnetic
particles which are placed in an insulating matrix. The interactions between particles and the magnetic
field include: (a) interaction between magnetic moments of the magnetic domains and the applied
magnetic field; and (b) interactions between moments at the surface of a nanoparticle with the applied
magnetic field. In any particular sample of nanoparticles, some or even all of these factors and
interactions might exist simultaneously. It is not simple to separate the geometrical roles from the
interaction roles. The most dominant interaction between particles is the dipolar interaction.
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2. Physics of Heating of MNPs
2.1. Relaxation of Magnetic Moment

The spin-orbital interactions of the electrons in the NP produce magnetic anisotropy. For isolated
systems, the magnetic anisotropy is responsible for keeping the spins in a particular direction. Because
atomic orbitals mainly have non-spherical shapes, they prefer to align in a specific crystallographic
direction which is called the easy direction. Because in materials with large magnetocrystalline
anisotropy, the atomic spin and orbital angular moments are strongly coupled, magnetization prefers to
align along the easy direction. Energy is needed in order to rotate the magnetization away from the
easy direction. This energy is called the anisotropy energy. In the case with uniaxial anisotropy, the
anisotropy energy per particle is given by [18]:

E = KV sin?6 + higher order terms (1)

where K is the anisotropy constant (it includes all sources of anisotropy), V is the volume of the
particle, and 0 is the angle between the particle magnetization and the easy magnetization axis of the
particle. The higher order terms can be ignored since they are very small compared with the first term.
This anisotropy energy with uniaxial anisotropy has one easy axis with two energy minima separated
by the energy maximum, KV. As can be seen from Equation (1), the anisotropy energy directly
depends on the particle size and on the anisotropy constant. For a fixed K, as V' decreases, E decreases.
At very small particle sizes, the particle will prefer to have only one magnetic domain and thus called
single-domain NP. At this small size, the anisotropy energy might become smaller than the thermal
energy, Ey, = kgT (kg is the Boltzmann constant). Once this happens, the particle magnetic moment
starts to rotate freely in all directions leading to zero net magnetization in the absence of an external
magnetic field. If the flipping of magnetic moment occurs while the particle orientation is fixed, then
the relaxation time of the moment of a particle is called the Néel relaxation time, Ty and is given
by [8,9,19,20]:

T, |mkgT KegfV
_ o B <eff> )
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where K. is the effective anisotropy and the factor ty =~ 10713 — 1079 s [4,21].

When measuring the magnetization of a superparamagnetic NP, we define T, to be the
measurement time. If T, > Ty, the magnetization of the NP will flip several times during the
measurement giving zero average magnetization. In this case, the NP is said to be in the
superparamagnetic state. If T, < Ty, the magnetization will not have enough time to flip during the
measurement and will be blocked at the initial non-zero value at the beginning of the measurement. In
this case, the NP is said to be in the blocked state. The transition between the superparamagnetic state
and the blocked state occurs when t,, = Ty [18]. If in an experiment, the measurement time is kept
constant while the temperature was varied, the transition between superparamagnetic and blocked
states is obtained as a function of temperature. The temperature at which this transition occurs is called
the blocking temperature, 7b. Thus, at 7v the measurement time will be equal to the Neel relaxation
time, T,, = Ty. As mentioned above, the size of the particle is crucial in determining the blocking



Nanomaterials 2015, 5 67

temperature. The blocking temperature also depends on other factors such as particle-particle
interactions. Superparamagnetic behavior of non-interacting single-domain particles occurs at
temperatures larger than the blocking temperature. It is important to note that mainly all
superparamagnetic particles are single-domain particles, but not all single-domain particles are
superparamagnetic. In the superparamagnetic state, magnetization disappears as long as no magnetic
field is applied.

If the particle itself rotates while the flipping of the particle’s moment occurs, moment relaxation is
called the Brownian relaxation mechanism, tg and is given by [8,9,22]:

3Vun
g = kBT (3)

where 1 is the viscosity of the liquid containing the particles and Vy is the hydrodynamic volume of the
particle. Because of particle coating, absorbed surfactants or interaction with the fluid, Vy is larger than
the original volume of the particle, V. The effective magnetic relaxation time, To¢ is then given by:
1 1 1
—=—t— (4)
Teff TN TB
It can be seen that it is the shorter relaxation time which controls the effective time. For MNPs with
diameter smaller than 15 nm, Ty is smaller than tg and hence T is dominated by Ty [8]. On the other
hand for NPs with diameter larger than 15 nm, tg is smaller than T and hence T is dominated by
T [8]. Both of these mechanisms contribute towards magnetic hyperthermia of magnetic NP. In
obtaining Equations (3) and (4) it is assumed that the particles are identical (same size and shape) and
non-interacting single-domain particles. In addition, Equations (1) and (2) are valid for zero applied
magnetic field. If the applied field is not zero, then Zeeman energy should be included [9].

2.2. Power Dissipation in MNPs

The internal energy of a magnetic system in an adiabatic process is equal to the magnetic work done
on it [22]:

u:_%fmaf )

The power dissipation in the magnetic system, during a complete magnetic field cycle, is equal to
internal energy divided by the time. Thus, the power dissipation, during several cycles, is equal to
internal energy multiplied by the frequency:

P =Uf )

The power dissipated in a MNP due to the application of an alternating magnetic field of maximum
strength H, frequency f (w = 2mf ) was proposed to depend on magnetic spin relaxations of
superparamagnetic NPs and is given by [22]:

P(f,H) = Uf = muox"H*f (7

where | is the permeability of free space and x” is the imaginary part of the susceptibility
X (x = x" — ix'"). In the linear response theory (LRT), x is assumed to remain constant with increasing
H (M = xH). This approach was shown to be valid for very small magnetic fields. To be more specific,
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the LRT is valid in the superparamagnetic regime where Hp.x < kgT/uoMV and when the
magnetization of NPs is linearly proportional to the applied magnetic field. This means that the applied
fields should be much smaller than the saturation field of the NPs (Hy,,x < Hk) where Hy,,4 1S the
amplitude of the alternating applied magnetic field and H is the anisotropy field [16]. The imaginary
part of the susceptibility, x"’ is given by [23,24]:

. WT

X =1y (oor)zxo ®)
_ HoMEV

X =%y ©)

where T is the effective magnetic relaxation time, V is the volume of the NP, and My is the
saturation magnetization.

The heating efficiency is represented by the specific loss power (SLP) also referred to as the
specific absorption rate (SAR). The specific loss power (SLP), which is measured in watts per gram, is
given by [25]:

PUFH) _ o H2f
p

SLP(f,H) = (10)
where p is the mass density of the magnetic material.

In living organs, the water-based medium around the cells absorb a lot of the heat generated by the
NPs. Hence, for MNPs to have practical medical applications they should generate large SLP. It is
clear that in the Rosensweig’s theory or LRT, the heat dissipation of the MNPs depends on several
factors such as: strength and frequency of the applied magnetic field, the solvent viscosity, the size of
the particles, the saturation magnetization and the magnetic anisotropy of the MNP. The strength and
frequency of the applied magnetic field cannot have any value for applications on living organs.
It is well-known that eddy currents are induced in a conductor due to an alternating magnetic field.
These currents cause heating in the conductor. In human body, water is a conductor and hence eddy
currents can be induced in the body under an alternating magnetic field which could damaging effect.
Hence, there must be a criterion which imposes an upper limit for the allowed magnetic field that can
be applied to living organs. The allowed frequency and amplitude of the alternating magnetic field that
can be considered safe is not completely agreed on. In [26], the authors discussed the origins of these
safety limits and pointed out they are self-imposed limits which are the subject of some debate. These
safety limits were based on the work of Atkinson in 1984 [27] who performed some clinical tolerance
tests on a healthy volunteers. He conducted the test using a single-turn induction coil which was placed
around the thorax of the volunteer. Atkinson found that field intensities up to 35.8 A-turns/m at a
frequency of 13.56 MHz can be thermally tolerated for extended periods of time [27]. This clinical
tolerance is not known to be repeated [26] and the results reported by Atkinson become accepted as a
safety limit which is known now as “Brezovich criterion” [28] where the product C = H - f should not
exceed 4.5 X 108 Am~1s~1. The Brezovich criterion is considered at best an upper limit for H - f
when applying a uniform field over an entire thorax of an adult [26]. In practice, smaller coils are used
with inhomogeneous fields and off-axis field directions which are significantly different conditions
than those used by Atkinson. These factors are expected to reduce eddy current heating. In addition to
that clinical tolerability to counteract cancer is expected to be higher than that of a healthy volunteer.
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Hence, the Brezovich criterion should not be considered as the only criterion. In [25], the authors
suggested another criterion C = H - f =5 X 102 Am~!s™! which is 10 times larger than the Brezovich
criterion. Hence, the two criteria for the product of the amplitude and the frequency (H - f) of the applied
magnetic field are 4.85 x 103 Am™! s™! (6 x 10° Oe Hz) [26] and 5 x 10° Am™' s7! (6.25 x 107 Oe Hz) [25].
When the frequency is fixed at 100 kHz (which is very suitable for medical applications) H will be
between 4.85 x 10> Am™! (60 Oe) and 50 x 10* Am™' (625 Oe) [29].

As mentioned above, the LRT is valid for very small applied fields. Hence, LRT will not be
applicable for MNPs with low anisotropy energies where the magnetization is saturated at low applied
fields. The alternative is to use Stoner-Wohlfarth model. However, the standard Stoner-Wohlfarth
model is applied when T = 0 or in the limit of infinite frequency. Because thermal activation is not
involved, the magnetization can switch direction between the two equilibrium positions (potential
wells) by removing the energy barrier using an applied magnetic field. Thus, a modification of
Stoner-Wohlfarth model which takes into account the thermal activation of magnetization and the
sweeping rate of the alternating magnetic field was investigated in [16]. There, the role of finite
temperature and frequency on the coercive field and areas of hysteresis loops, were studied using
Stoner-Wohlfarth based theories. Analytical formulas for temperature and frequency dependent
coercive field as well as for temperature and frequency dependent hysteresis loop area.
A time-dependent magnetic field H(t) = Hp,,xcos(wt) that is applied to the MNP along a direction
that makes an angle ¢ with respect to the easy axis. The authors used a two-level approximation where
the thermally activated reversals of moments occur between the metastable points (64, E;) and (0, E)
across the saddle point (85, E3). They then calculated the time dependence of the probabilities of the
magnetization being in the first and second potential well, p1 and p, = (1 — p;) respectively.
The magnetization was calculated using the equation:

M = M,(p,cosB; + (1 — p,)cosb,) (11)

where 6 is the angle between the magnetization and the easy axis. The authors conducted a large
number of simulations to investigate the dependence of the coercivity field on the frequency of the
magnetic field. For the case with ¢ = 0 (magnetic field is aligned along the easy direction), the results
in [16] have good agreement with the results in [30] for k smaller than 0.5 where they obtained the
following equation:

HoHc = HOHK(l - Kl/z) (12)
For the random orientation case, the authors obtained the following equation:
MoHc = 0.48pHy (b — ™) (13)

where b =1 and n = 0.8 + 0.05, Hy is the anisotropy field, and x is a dimensionless parameter for the
variation of H that includes temperature and takes into account the sweeping rate of the magnetic field.
The authors then conducted simulations to investigate the frequency and temperature dependence of
the hysteresis loop area. The authors also deduced suitable formulas to calculate the areas of major
hysteresis loops using Stoner-Wohlfarth based theories. It is worth mentioning that in [16], the easy
axis of MNPs were considered to be fixed since rotation of the whole MNP was not considered in the
analytical estimates [31,32].
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In [32,33], the authors used numerical simulations to discuss the dynamics of rotatable
superparamagnetic and ferromagnetic NPs in aqueous phase resembling the cytoplasm in a large
alternating magnetic field. The authors considered monodisperse spheroidal magnetite nanoparticles
with non-magnetic surfactant layers. Hence, the dipolar interactions among NPs were neglected and
the NPs are considered to be uniformly dispersed and do not aggregate. In the calculations, the
crystalline, and surface anisotropy energies were neglected compared to the uniaxial shape anisotropy.
The authors used a two-level approximation, which considers thermally activated reversals between
two meta-stable directions via a midway saddle point. In the simulation of reversal and rotation,
Brownian dynamics simulation were considered where the inertia of the nanoparticle were neglected.
The results of this numerical study could not be explained by the conventional models that consider a
linear response of thermodynamic equilibrium states (Hy = 0,T # 0) or magnetic field-driven
reversals (Hy # 0,T = 0). For rotatable superparamagnetic NPs, the relaxation loss was found to have
two maxima; the primary one which is attributed to the rapid Neel relaxation, and a secondary one
which is attributed to the slow rotation of the magnetic easy axis of each nanoparticle in the large field.
For the rotatable ferromagnetic NPs, due to high-frequency alternating magnetic field, longitudinal and
planar orientations were formed, irrespective of the free energy, as dissipative structures.

In magnetic hyperthermia, heating of MNPs mostly occurs in a liquid medium. In the LRT,
the magnetic response of MNPs in a liquid is assumed to be characterized by the effective magnetic
relaxation time, Tef (Equation (4)). However, the conventional LRT does not take into account the
complex dynamics of MNPs in in a viscous liquid in an alternating external magnetic field of finite
amplitude and hence it oversimplifies the real situation [34]. In [34], magnetic dynamics of an
assembly of NPs dispersed in a viscous Liquid were theoretically studied using stochastic equations of
motion. In this method, stochastic equations of motion were constructed and solved for two unit
vectors; the unit magnetization vector and the director which is a unit vector that determines the space
orientation of a MNP with uniaxial anisotropy. Two regimes of the stationary magnetization
oscillations were obtained, depending on the amplitude of the alternating magnetic field. In the viscous
regime, which occurs for low magnetic field amplitudes, H, << Hy, the two unit vectors move in
unison and out of phase with respect to the phase of the alternating magnetic field. In the magnetic
regime, which occurs for Hy > H), the director oscillates slightly, while the unit magnetization vector
jumps between the directions along and opposite to the direction of the external magnetic field.
The transition between the oscillation regimes occurs within the range 0.5H, < Hy < Hj, depending
on the magnetic field frequency and the liquid viscosity. The authors described the behavior of the
low-frequency hysteresis loops as a function of the liquid viscosity and the amplitude and frequency of
alternating magnetic field. The authors showed that SAR of an assembly of MNPs in a liquid can be
significantly increased by selecting a suitable mode of magnetization oscillations. The authors reported
that for an assembly of MNPs in viscous liquid, large SAR can be obtained in the intermediate excitation
regime, Hy = 0.5H). For magnetic parameters typical for iron oxides, and for Ho = 200-300 Oe, and
f=300-500 kHz, the estimated SAR values can be of the order of 1 kW/g. The results of this paper [34]
clearly show that the magnetic dynamics (for low frequency hysteresis loops) of NPs dispersed in a
viscous liquid is significantly different from the behavior of NPs immobilized in a solid matrix.

In [35], the authors studied superparamagnetic particles, with uniaxial anisotropy, suspended in a
viscous fluid and subjected to an alternating magnetic field. Both dissipation mechanisms; the internal
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(Néel) and the external (Brownian) magnetic relaxations were considered. The authors obtained simple
expression for the dynamic susceptibility that takes into account both dissipation mechanisms.
The energy absorption was compared to the conventional approach using a model polydisperse colloid
containing maghemite nanoparticles. The viscous losses due to particle motion in the fluid were found
to have important contribution to the full magnetic response of the particles and thus to the specific
loss power. The authors suggested a modification to the conventional LRT where the field-independent
Brownian relaxation time tg should be replaced by a field-dependent Brownian relaxation time

tg(uH /kgT) [36].
2.3. The Role of Anisotropy on Heating Efficiency

According to the LRT it is clear that the anisotropy is an important factor in enhancing the Néel
relaxation time (Equation (2)). However, it should be emphasized that from Equations (8) and (10) the
SLP is maximized when wt = 1. This means that the increase of relaxation time does not always yield
an increase in SLP. The frequency of the applied magnetic field must be correlated with the relaxation
time such that wt = 1 [8]. Hence increasing the anisotropy results in an increase in the relaxation time
and allows for the use of lower frequencies of the magnetic field. In [16], the authors concluded that
the anisotropy of MNPs is a key parameter in tuning magnetic hyperthermia. They suggested that
magnetic anisotropy should become central in the experimental investigations of magnetic
hyperthermia. However, it is important to realize that depending on other factors, the anisotropy can
increase or decrease heating efficiency of NPs. For example, the authors in [16] reported that heating
efficiency was maximized in low anisotropy ferromagnetic Fe NPs.

3. Types of Anisotropies

Most magnetic materials contain some type of anisotropy that affects their magnetic behavior [18].
The most common types of anisotropy are: (a) magnetocrystalline anisotropy (or magnetic anisotropy
or crystalline anisotropy); (b) surface anisotropy; (c) shape anisotropy; (d) exchange anisotropy;
and (e) induced anisotropy (for example, by stress). All these anisotropies have influence on the
magnetic properties to certain extent. In nanoparticles, shape anisotropy and magnetocrystalline
anisotropy are the most important. Magnetocrystalline anisotropy arises from spin-orbit interaction and
energetically favors alignment of the magnetic moments along a specific crystallographic direction
called the easy axis of the material. The magnetocrystalline anisotropy depends on the type of material,
temperature and impurities and is independent of the sample shape and size. Shape anisotropy causes
magnetization to depend on the shape of the sample. The magnetization of a long thin needle shaped
sample is easier along its long axis compared with that along any of its short axes. For nanoparticles,
shape anisotropy is the dominant form of anisotropy. Stress anisotropy implies that magnetization
might change with stress. It was shown that magnetic anisotropy changes when the surfaces are
modified or adsorb different molecules [37]. This means that surface structure significantly influence
the magnetic anisotropy. Hence, due to their large ratio of surface to bulk atoms, the surface anisotropy
of nanoparticles could be more significant than both the crystalline and shape anisotropy. Coating of
nanoparticles can have an influence on their magnetic anisotropies and hence on their magnetic
properties [38,39]. In this work we focus on surface and exchange anisotropies.
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3.1. The Role of Exchange Anisotropy in Core-Shell Nanoparticles

In 1956, Meiklejohn and Beans discovered that the hysteresis loop of a sample of ferromagnetic
cobalt (Co) nanoparticles that is surrounded by antiferromagnetic oxidized layer (CoO) was shifted
along the field (horizontal) axis after cooling in an applied magnetic field, H [40,41]. An increase in
coercivity, Hc is usually observed with the shift of hysteresis loop [41,42]. This new effect is called
exchange bias effect and the amount of the horizontal loop shift is called the exchange bias field, Hes.
This new type of magnetic anisotropy is called the exchange anisotropy or exchange coupling. The
exchange anisotropy is suggested to be due to the interaction between the antiferromagnetic and the
ferromagnetic materials. The exchange coupling could occur at the core-shell interface of different
magnetic phases such as at an interface of a FM and AFM or FIM [42]. Some researchers suggested
that the existence of pinned uncompensated spins in the AFM shell [43,44] or at the interface between
the FM core and the AFM shell [43—45] could be the source of the exchange bias coupling. Several
experimental studies showed the existence of uncompensated spins [46—50] but with orientations
relative to the ferromagnetic magnetization. A satisfactory understanding of the mechanism of the
exchange anisotropy of core-shell NPs at the microscopic level is not achieved yet [51]. In [52,53],
core (FIM)-shell (AFM) Mn304—MnO and Mn30s—Mn NPs it was found that the atomic structure and
strain at the interface determine the interfacial exchange coupling. In [54] microstructural properties of
core (AFM) MnO-shell (FM) Mn304 NPs were investigated. This arrangement is opposite the usual
FM-AFM core-shell arrangement. The interface was found to be ordered, implying a strong interfacial
coupling. At temperatures below 7c of the FM Mn304 shell, large exchange field (Hes) values were
obtained. In [45], the exchange coupling (or exchange anisotropy) at the core (AFM)-shell (FIM)
interface of FeO-Fe3O4 NPs determines Hc and He. Large effective interface area reults in large
interface exchange anisotropy which leads to large values of Hc and He. In [52,53], defects at the
core-shell interface resulted in a small interfacial exchange coupling. The interfacial defects were
suggested to produce interfacial uncompensated spins. In [55], FePt (FM)-Fe304 (FIM) core-shell NPs
were investigated. The intimate contact between the FePt core and Fe3Oa shell was reported to lead to
an effective interface exchange coupling. Hence, tailoring of the magnetic properties of these NPs can
be achieved by controlling the core-shell dimensions, and by varying the material parameters of the
core and shell. In an interesting study [56], CoFe204 (core)-MnFe204 (shell) MNPs were investigated.
The diameter of the CoFe204 core was 9 mm and the thickness of the MnFe2O4 shell was 3 nm.
The coercivity, Hc was found to have values between those for the core and shell materials which
reflects the magnetic coupling of the core-shell structure. The SLP of the core-shell structures were
found to have nearly one order of magnitude larger than those of NPs of the core or shell materials
alone. In addition to an enhanced SLP, the SLP was found to vary by varying the core or shell
structure. It is suggested that the exchange coupling at the interface can be tuned to produce effective
anisotropy, K and magnetization that could lead to enhanced SLP.

These studies show that the dimensions and structure of core-shell interface have an impact on the
interface exchange anisotropy and hence, on the effective anisotropy of the core-shell NPs. Thus, by
tuning the core—shell parameters, the effective anisotropy can be varied to result in large heating
efficiency of core—shell MNPs.
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3.2. Surface Anisotropy in Nanoparticles

Because of the increased ratio of surface atoms to core atoms in NPs, surface effects were suggested
to have significant role on the properties of NPs. Surface effects in MNPs include lattice relaxation [57],
charge transfer [58,59], oxidation [60], surface spin disorder which results in spin-glass-like structures
and spin canting [61]. These effects and others could the cause of several observed magnetic properties
of MNPs such as the enhancement of magnetic anisotropy [37,62—64] and the reduction in saturation
magnetization [61]. The total magnetization of a MNP has two contributions; the magnetization due to
the surface spins and the magnetization due to the core. The magnetization of the surface is suggested
to be due to the surface effects [65]. Surface spin disorder was reported to occur in iron oxide
nanoparticles and was though to lead to extremely high magnetic anisotropy [66,67]. Some of these
observations were explained initially in terms of a dead magnetic layer at the surface of the NP [68].
However, others attributed these observations to the disordered surface spins that freeze in a spin
glass-like state or to surface spin canting [61,69,70]. A frozen disordered surface spin structures could
make it difficult to attain saturation even under the application of high magnetic fields [71,72]. It was
suggested also that exchange bias effect occurs between the surface and core spins of antiferromagnetic
NPs and resulted in shifts in the magnetization hysteresis loops [73]. Using molecular dynamic
modeling, non-uniform strains in the surface layers with an average expansion of a few percent
compared to bulk were predicted [74]. A stress-induced anisotropy field was suggested to result from
this expansion. An increase in the effective magnetic anisotropy due to surface effects was reported in
several studies [6,8,75,76].

With decreasing the size of NPs, the ratio of the number of surface atoms to that of the bulk atoms
become larger yielding larger contribution of the surface magnetization. Hence, surface magnetic
anisotropy is expected to contribute towards the total magnetic anisotropy of the MNP. The total
magnetic anisotropy of MNPs that includes the contribution of surface and core of MNPs is given by
the phenomenological expression [37,72,77]:

6K
K=Ky +—° (14)

where Ky is the magnetocrystalline anisotropy of the core, K is the surface anisotropy of the particle,
and D is the diameter of the particle (which is assumed to be spherical). Equation (14) has been used
for its simplicity, but it might not be accurate to combine the surface anisotropy with the core
anisotropy in this simple additive way. It is clear from Equation (14) that the surface contribution to the
effective anisotropy increases with decreasing the size of the particle. Moditfied version of Equation (14)
was proposed by some researchers [63].

The role of surface anisotropy on the efficiency of heating in magnetic hyperthermia was
studied [78]. Single-domain cubic iron oxide particles were found to have superior magnetic heating
efficiency compared to spherical particles of similar sizes. Using Monte Carlo simulations at the
atomic level [78] cubic particles were reported to have larger surface anisotropy compared with the
spherical particles. These results show the beneficial role of surface anisotropy in the improved heating
power. These results demonstrate the importance of both the crystal quality and surface bond on the
magnetic properties of the ferrimagnetic nanoparticles. However, it should be kept in mind that
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increasing the anisotropy does not always increase heating efficiency. For example, as mentioned
earlier, heating power was maximized in large ferromagnetic NPs with low anisotropy [16].

4. The Role of Inter-Particle Interactions on the Heating Efficiency

Inter-particle dipolar interaction energy is proportional to 1/7°, where r is the inter-particle distance
between particles. Hence, dipolar interactions between MNPs increases with decreasing the
inter-particle distance when particle concentration increases. Dipolar interactions are expected to
influence the magnetic relaxations of MNPs and thus influence their heating efficiency in the existence
of an alternating magnetic field. Although the role of dipolar interactions on heating efficiency in
magnetic hyperthermia is important, it is not well understood.

The role of magnetic interactions between magnetic nanoparticles on the heating efficiency for
hyperthermia has been studied experimentally and theoretically [79-83]. In [17], the authors conducted
numerical simulations and experiments on a system of Fe NPs of sizes between 5.5 and 28 nm. By
comparing SAR from numerical simulations with those from experiments, the authors suggested that
magnetic interactions decrease heating efficiency. In [83], the influence of magnetic interactions on
magnetic hyperthermia efficiency was investigated by conducting SAR and high-frequency hysteresis
loop measurements on systems of MNPs with the same size (with diameter around 13.5 nm) but with a
varying anisotropy. Both kind of measurements were performed at the same frequency f = 54 kHz.
The samples investigated were colloidal solutions composed of Fe, FexC,, Fe (core)-Fe.C, (shell), and
FeCo nanoparticles. The anisotropy was varied by changing their composition. High-frequency
hysteresis loops were measured at maximum applied magnetic field poHmax = 42 mT while in SAR
measurements, it was varied between 0 and 60 mT. The authors suggested that the formation of chains
of MNPs could be a key element to understand experimental data. They reported that the large
particle—particle magnetic interactions (compared with the magneto-crystalline anisotropy) leads to the
formation of chains of MNPs during hyperthermia experiments. The authors observed a correlation
between the magnetic nanoparticle magnetocrystalline anisotropy and the squareness of their hysteresis
loop in colloidal solution where particles with larger anisotropy displayed smaller squareness. The
authors claimed that “chains of MNPs with a uniaxial anisotropy are the only way to reach the
maximum possible SAR with a given magnetic material” [83]. These results could explain contradictory
results in the literature on the influence of magnetic dipolar interactions on heating efficiency of MNPs
for magnetic hyperthermia [84-90].

In an interesting work [91], the SAR of two series of aqueous magnetite (Fe3O4) NPs and
polyacrylic acid (PAA)-coated Fe3O4 NPs based dispersions were investigated at different magnetite
concentrations. Heat efficiency was found to decrease with magnetite concentration for the
PAA-Fe304 NPs. On the other hand, the heating efficiency for the bare Fe3O4 NPs, was found to
increase with increasing particle concentration. This behavior was attributed to dipolar interactions. It
was suggested that with increasing NP concentration, dipolar interactions cause Neel relaxation times
to increase resulting in decreasing SAR for the PAA—Fe304 NPs. The PAA coating also was suggested
to change the hydrodynamic size of the particles and thus modifying the Brownian relaxation time. For
the bare NPs it was suggested that dipolar interactions are significant even at low concentrations, while
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aggregations occur at high concentrations. This work summarizes the conflicting role MNP
concentration on SAR.

In an excellent review [8], the authors tried to resolve these controversial reports where they
calculated ot in some conflicting reports and suggested that MNP concentration always suppresses the
relaxation time in all situations. They clarified that this reduction in relaxation time has opposite
effects on SAR depending on whether the value of t >1 or ot < 1. When ot < 1, SAR will decrease
as the relaxation time, T decreases while for ot >1, SAR will increase as t decreases. Although this
work [8] is very interesting and provide a coherent explanation of the conflicting experimental work,
we have to emphasize that in the calculations of wt, the authors used the formulas for Néel and
Brownian relaxation times which are known to be valid for identical and non-interacting particles.
However, dipolar interactions were suggested to change the effective anisotropy of the particles [92].
In addition, the applied magnetic field strength should be in the linear region of the Langevin curve [93].

The effect of inter-particle dipolar interactions on heating efficiency was studied in [92].
The influence of particle chain formation was investigated on the heating efficiency. The experimental
part of the study was conducted on low-anisotropy (spherical) as well as high-anisotropy
(parallelepiped) ferrite-based magnetic fluids. It was found that heating efficiency decreases with
increasing dipolar interactions. Using a theoretical model (which is valid for linear response regime)
for dipole interactions it was found that in general dipolar interactions decrease heating efficiency.
The theoretical model is based on the fact that dipolar interactions in linear chain arrangements
increase the effective magnetic anisotropy. The authors suggested that several factors play roles in this
process, such as particle size, chain size and experimental conditions, need to be optimized to enhance
heating. It is important to mention that the anisotropy can increase or decrease heating efficiency of
NPs depending on other experimental factors. For example, in [16], heating efficiency was maximized
in low anisotropy ferromagnetic Fe NPs.

In [81], numerical investigation of the role of dipolar interactions on the hyperthermia efficiency
was conducted. The authors reported that dipolar interactions decrease heating efficacy of MNPs.
When studying different sample shapes the authors reported that hysteresis might slightly increase by
small dipolar interactions.

In [94], two separate sets of agglomerated and dispersed (non-agglomerated) Fe2O3 ferrite NPs were
studied. The heating efficiency of intensely agglomerated 15 nm Fe2Os3 ferrite nanoparticles, was
investigated in alternating magnetic field with frequency, /' = 100 kHz and maximum strength,
Ho = 13 kA/m. Although the inter-particle interactions are strong in such agglomerate, moderate SAR
value was found. To determine the effect of the NP diameter on SAR, the authors also used a model
which includes the dipolar interactions among MNPs in the agglomerate. Because the amplitude of the
alternating magnetic field, Ho was considered to be comparable to the anisotropy field, Hk, the model
was based on the hysteresis losses that is valid for the non-linear region. Because of the large size of
the agglomerates (hydrodynamic mean diameters larger than 200 nm), the mechanical movement of
the particles in the fluid can be neglected. Hence, in the simulated model, Brown relaxations were
neglected as a heat generation mechanism. For the dispersed sets of MNPs the authors showed that
heating is dominated by Neel and Brown relaxations. The authors reported a clear dependence of SAR
on MNP size in both the agglomerated and dispersed samples.
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The inter- and intra-particle interactions were recently investigated in core—shell nanoparticles [95].
In that report [95] the authors reported the results of low-temperature magnetic measurements that
were conducted on very small (3.3 nm in size) core-shell structured NPs. The core (MnFe204) was
found to be well-ordered ferromagnetic. The shell (y-Fe203) was found to display uniaxial anisotropy
with disordered spins. The magnetic measurements were conducted on two NP samples; one with
non-textured frozen dispersions and the other with disordered powder. The authors discussed three
types of particle interactions; the dipolar, the intra-particle exchange bias, and the inter-particle
exchange bias. The dipolar interaction is the magnetic interaction of the magnetic moments of the
cores of the NPs. The intra-particle exchange bias interaction exists between the core and surface of
each particle and results in horizontal shifts of the field-cooled hysteresis loops. The inter-particle
exchange interaction exists between the surface spins of particles that are in contact with each other.
The authors [95] found that for dilute frozen dispersions of NPs that are at a distance from each other
(not in contact), the dipolar interactions and inter-particle exchange bias interactions are neglected
while the intra-particle exchange bias interaction is the only existing interaction. On the other hand, in
concentrated frozen dispersions of NPs at a distance, dipolar interactions become significant.
In powder NPs that are in contact, the inter-particle exchange interactions were found to be dominant.
This is an interesting study [95] since it allows for distinguishing between intra- and inter-particle
exchange bias interactions by comparing the results of magnetic measurements on samples with
non-textured frozen dispersions of NPs and powder NPs. These results enhances the knowledge about
the factors that could contribute towards the heating efficiency of NPs.

In the interesting paper [96], a global view of the role of particle—particle magnetic interactions was
given. To calculate hysteresis loops, the authors used a kinetic Monte—Carlo algorithm that correctly
account for both time and temperature. SAR of MNPs dispersed inside spherical lysosomes was
studied as a function of several parameters including volume concentration of the 20 nearest neighbors
around a given NP. For large magnetic fields, magnetic interactions of NPs increase the coercive field,
saturation field and hysteresis area of major loops. However, for small amplitude magnetic field such
as those used in magnetic hyperthermia, the heating power as function of concentration can increase,
decrease or display a bell shape, depending on the relationship between the applied magnetic field and
the coercive/saturation fields of the NPs [96]. The volume concentration was found to strongly
influence the heating properties of a given NP. Heating power was shown to be not homogeneous
inside lysosomes and drastically changes with the position inside them. Hence, the local environment
of a given NP was found to have a significant impact on its heating power. In certain conditions,
the amplitude of variation of heating power with position inside lysosomes could be more than one
order of magnitude. The NP diameter, anisotropy and the amplitude of the applied magnetic field were
also found to significantly affect magnetic interactions.
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5. Some Remarks about the Physics of Heating of Nanoparticles for Localized
Magnetic Hyperthermia

5.1. The Role of Size Distribution

In determining the relaxation times and heat generated in MNPs, the particles were assumed to have
the same size. However, in reality this assumption cannot be satisfied because usually there will be
some size distribution of the NPs regardless of the synthesis method used. In practice, size
distributions are broad and may extend from single domain to multi-domain NPs. Producing NP
systems with sufficiently narrow size distribution, where only one defined reversal mechanism
appears, is not a simple task. There are not enough studies to clearly understand the effect of the size
distribution width on heating efficiency of NPs. In [97], the effect of size distribution of NPs (in the
diameter range from 10 to 100 nm) on magnetic hysteresis losses was investigated using a
phenomenological model. The authors derived an empirical expression for the dependence of
hysteresis loss on field amplitude and particle size. It was shown that a useful choice of field amplitude
and frequency depends strongly on the mean particle size and variance of the NPs that will be used for
hyperthermia. The authors suggested that iron oxide NPs with narrow size distribution and with a
mean diameter that corresponds to the maximum coercivity in the single domain size range could lead
to maximum heating efficiency. Hence, in addition to the required narrow size distribution, the mean
particle size should be adjusted in relation to the magnetic field amplitude in order to obtain maximum
SLP. If the accurate mean particle size and the corresponding coercivity are not known, then the
relation between the magnetic field amplitude and mean particle size might not be satisfied resulting in
a situation where many particles will not be able to reach maximum SLP. In this case, the authors
indicated that using NPs with a broader size distribution may be advantageous. In [22], polydispersity
in the size distribution of MNPs was found to reduce the heating efficiency. When the size distribution
was changed from highly monodisperse (¢ = 0) to polydisperse (¢ = 2.5) the heating rate was
significantly decreased, where o is standard deviation of the lognormal size distribution.

5.2. The Heating Curve

In magnetic hyperthermia experiments, an alternating magnetic field is applied to the nanoparticle
sample and the variation of temperature is measured. The heating efficiency is represented by SAR or
SLP is usually obtained from the initial slope of the measured data. This method ignores the entire
heating curve and hence does not display the entire temperature dependence of SAR [98].

The authors in [99] discussed several analytical method that is used to obtain the SAR from
calorimetric measurements and pointed out that SAR values depend also on the analytical method
used. The commonly used “initial slope” method was found to sensitive to the experimental conditions
and could underestimate values by up to 25%. The full-curve fit method was found to be better but also
with underestimation by up to 10% can be expected. The “corrected slope” method which was derived
by the authors [99] was found to be the most accurate method. The combined errors that associate the
analytical methods with the experimental errors could lead to large variations between the actual SAR
and the reported values.
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5.3. Temperature Dependence of Saturation Magnetization and Magnetic Anisotropy

Usually, in magnetic hyperthermia models that are based on Rosensweig’s theory [22] magnetic
properties such as the saturation magnetization and the anisotropy are considered to be constant with
temperature. However these properties and others change significantly with temperature [100].

The saturation magnetization as function of temperature in bulk ferromagnetic or ferrimagnetic
materials at low temperatures, is governed by the Bloch’s law [101]:

T 0.4
M (T) = M(0) [1 - (=) ] (15)
0

Here, 7o is the temperature at which Ms becomes zero and M(0) is the saturation magnetization at 0 K.
The Bloch’s exponent a = 3/2 for bulk materials. Bloch’s 72> law was based on magnon excitation of
long wave-length spin-waves at low temperatures. However, due to finite size effects in nanoparticles,
magnons could have wavelengths larger than the size of the particle leading to deviations from the 7%
law. Several studies discussed the temperature dependence of the saturation magnetization in
nanoparticles and reported deviations from Bloch’s law at low temperatures [102—111].

In the modified Bloch’s law for nanoparticles at intermediate temperatures, the Bloch’s exponent o
was found to have values larger and smaller than 3/2 [10,112] and decays exponentially at low
temperatures [106]. In [102], the temperature dependence of saturation magnetization in nickel ferrite
nanoparticles was investigated where the surface spin and finite size effects in nanoparticles were
found to have an important role. The deviations from Block’s law could be due to inter-particle
interactions [113] and the size distribution of the particles, significant and the disordered surface spins
which influence the surface anisotropy and hence the effective anisotropy in the particles.

The magnetic anisotropy is known to vary with temperature in bulk magnetic materials and was
expected to change with temperature also in nanoparticles [114—117]. A theoretical investigation of the
influence of temperature on the magneto-crystalline anisotropy in Fe, Co and Ni nanoparticles showed
a clear decrease with increasing temperature [118]. The dependence of effective magnetic anisotropy
on temperature was recently investigated in MnFe204 nanoparticles with cubic anisotropy [119].
The magnetic anisotropy was found to decrease significantly with increasing temperature. Surface
effects, which are more pronounce in particles with cubic anisotropy, were suggested to play a role in
small particles.

Using Monte Carlo simulations surface effects were also found to have a dominant factor in
determining the effective anisotropy at low temperatures resulting in an overall cubic effective
anisotropy even in spherical nanoparticles with uniaxial anisotropy [120]. The contribution of cubic
anisotropy was found to decrease with increasing temperature faster than that in particles with uniaxial
anisotropy. The effective magnetic anisotropy constant of Fe2O3 nanoparticles was found to decrease
significantly with temperature [121].

5.4. Experimental and Theoretical Limitations in the Determination of SAR

There are several methods where SAR or SLP can be measure. These methods involves magnetic or
calorimetric measurements. However, there are always some inaccuracies in these measurements and
results should be carefully discussed. In a recent and interesting review [122] the sources of
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uncertainties of several available methods in measuring SAR were analyzed. Comparison between
magnetic methods and calorimetric methods were also discussed. It was shown that inaccuracies in
magnetic measurements mainly result from the lack of experimental set-ups that are needed for the
application of suitable strength and frequency of the alternating magnetic field in magnetic
hyperthermia experiments. Inaccuracies in SAR when using the calorimetric methods result mainly
from the lack of matching between measuring conditions, thermal models, and experimental setups.

In [99], the authors indicated that when SAR are determined by calorimetric measurements, it is
preferred to conduct the measurements under adiabatic conditions where external heat transfer is
minimized. However, because it is difficult to build adiabatic measurement systems and because the
measurements in these systems are time-consuming, the SAR measurements are mainly conducted in
non-adiabatic systems which lead to in accurate results. The authors pointed out that by using suitable
experimental and analytical methods, accurate SAR measurements can be made using non-adiabatic
conditions, as long as heat losses from the non-adiabatic setup are accounted for. The paper also
discussed the different ways of heat loss which are due to conduction, convection, radiation at high
temperatures, and evaporating or melting of the sample. Then possible sources of the inaccuracy
in SAR measurement were discussed. One of these is the spatial inhomogeneity of temperature in the
sample which makes the location of the thermal probe in the sample important. Other source of error is
the delaying of heating where it takes some time for the heating curve to take off after the start of the
heating process. A third source of error is the change of heat capacity with temperature. A fourth
source of error is the inhomogeneity of the magnetic field. In addition to those, peripheral heating,
which is due to the experimental setup itself and is expected to vary in different laboratories depending
on the system used.

An interesting paper [16] discussed the three types of theories that can be used for describing
hysteresis loops of MNPs. These are: equilibrium functions, theories based on Stoner—Wohlfarth
model, and the linear response theory (LRT). Limitations and domains of validity were discussed. The
authors proposed that the separation between “relaxation losses” and “hysteresis losses” is artificial
and not correct. The authors showed that the LRT is only pertinent for MNPs with strong anisotropy
and for particles with small anisotropy, theories based on Stoner—Wohlfarth model should be used. The
authors also stressed that LRT including Brownian motion is only valid for small magnetic field [36].

5.5. Self-Regulated Hyperthermia

Heating cells to temperatures between 42 and 46 °C (315-319 K) results in killing only tumor
cells [5]. Above this temperature, healthy cells might be affected resulting in necrosis. Hence, it is
preferred that the temperature of MNPs does not exceed this level. In practice, it is not simple to
determine the temperature of cells in accurate manner during hyperthermia. Thus, having MNPs with
Curie temperature, 7c above 42 °C and below 46 °C is essential for self-regulated hyperthermia.
Once Tc is reached, the MNPs lose their magnetization. Hence, heating stops without the need to
remove the external magnetic field. In order to have self-regulated hyperthermia it is essential to
investigate new materials and structures of MNPs. Several studies reported partial success in this
regard [123]. Here we discuss some of the recent work on controlling 7c of MNPs. In [124], the role of
shape, size and composition on 7c of ferromagnetic NPs was theoretically investigated. It was found
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that reducing the particle size could result in a decrease of 7c. The authors also investigated different
ferromagnetic material compositions in combination with nonmagnetic materials such as Zn and Cu
and magnetic ions such as Gd and Cr. It was suggested [124] that introducing these materials in the
ferromagnetic material results in lower 7c due to the reduction of the exchange interaction between the
magnetic ions in the NPs. In [125] Cu—Ni alloy NPs were found to have 7c in the range of 43—46 °C.
In [126], manganese perovskite nanoparticles Lai-xSrxMnO3 with x = 0.25 with size in the range of
3049 nm were found to have 7c near 352 K with large SAR values. This indicates that this
material could be a good candidate for self-regulated hyperthermia. In [127], Curie temperatures of
Mno.sZnosGdxFe@-xO4 ferrite nanoparticles, with x = 0, 0.5, 1.0, and 1.5 were investigated. 7c was
found to vary with changing the Gd concentration indicating the possibility of tuning 7c of ferrite NPs.
Doping Mn ferrite with Zn (Mni—+ZnxO) and doping Zn ferrite with Gd (ZnGdiFe>~0O4) was
investigated to tune the Curie temperature in the range (42—43 °C) which is very suitable for
hyperthermia applications [128]. In [129], the authors investigated the magnetic properties of
Mn.Zni-+Fe204 nanoparticles with Mn concentrations x = 0.8, 0.61, 0.5, and 0.2. They found that Tc
increases with decreasing Mn concentration. Hence, the authors suggested that Curie temperature close
to 42 °C (315 K) might be achieved by adjusting the Mn and Zn concentrations. In [130], magnetic
measurements of ZniGdi—Fe nanoparticles with x = 0.02, 0.05, 0.1, and 0.2 were conducted. The
authors found that 7c has a nonmonotonic behavior with increasing x. All samples were found to have
Tc larger than 665 K. The lowest 7c of 665 K (392 C) was found for the sample with x = 0.02. The
authors suggested that larger Zn concentrations (0.2—0.5) might result in 7c¢ in the range suitable for
self-controlled hyperthermia. In [131] Nii—Crx NPs were prepared by standard arc melting technique.
Their magnetic properties were investigated using Vibrating Sample Magnetometer (VSM) and
Superconducting Quantum Interference Device (SQUID) magnetometer. As the Cr concentration was
increased from x = 4.54 wt% to x = 5.90 wt%, Tc was found to decrease almost linearly from 401 to
289 K. Hence Nii«Crr NPs were found to be suitable material for self-regulating magnetic
hyperthermia. In [132], chromium—nickel alloy (Cr:Nii-x) NPs were prepared using water-in-oil
microemulsion and mechanical milling and investigated for self-controlled magnetic hyperthermia.
The Tc of the sample synthesized by microemulsion method (x = 20) was found to be 320 °C. For the
series of NPs prepared by mechanical milling, some of the NPs (x = 26, 27, 28, 29) were found to have
low Tc and some of them (x = 10, 15, 20) were found to have high 7c. The NPs with x = 29, were
found to have 7c of 43 °C and for NPs with x = 28, Tc was found to be 44 °C. As the Cr content (x)
decreases, 7c was found to increase. The results in [131] and in [132] clearly revealed that 7c of
CrxNii—x NPs can tuned by varying the synthesis method and by varying the Cr/Ni molar ratio.

6. Conclusions

The factors that influence local magnetic hyperthermia using magnetic nanoparticles were
discussed. We have shown that surface anisotropy and core-shell interface anisotropy have a
noticeable impact on the relaxation time and hence, could be tuned to enhance the heating efficiency of
MNPs. The role of dipolar interactions was emphasized as an important factor in heating efficiency
where the concentration of MNPs was found to suppress the relaxation time. We have shown that the
role of size distribution of the particles was not well-investigated with contradictory results. The
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magnetic anisotropy and magnetization of MNPs were shown to decrease with temperature but not
considered in most heating efficiency studies. Self-regulated hyperthermia was shown to have
limited success.
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