
Rep Radiother Oncol. 2015 December; 2(4):e11076.

Published online 2015 December 31.

doi: 10.5812/rro.11076.

Research Article

Evaluation of Dose Enhancement in Radiosensitizer Aided Tumor: A

Study on Influential Factors

Somaye Malmir,1,* Ali Asghar Mowlavi,2 and Saeed Mohammadi3

1Department of Physics, Payame Noor University, Tehran, IR Iran
2Hakim Sabzevari University, Department of Physics, School of Sciences, Sabzevar, IR Iran
3Department of Physics, Payame Noor University, Tehran, IR Iran

*Corresponding author: Somaye Malmir, Department of Physics, Payame Noor University, P.O. Box 19395-3697, Tehran, IR Iran. Tel: +98-9183500136, E-mail:
s_malmir84@yahoo.com

Received 2015 October 02; Revised 2015 October 24; Accepted 2015 November 16.

Abstract

Radiotherapy is one of the most important branches of medical radiation physics, which deals with the treatment using ionizing
radiation. Recurrence of the disease is a known problem with this treatment method. Recently, nanoparticles are introduced as
sensitizer agents for the tumors. Their experimental evaluation confirmed their ability to improve the treatment. However, their
quantitative assessment is required for clinical application. The current study employed the Monte Carlo method to quantitatively
evaluate several influential factors. A slab head phantom with real material composition of brain tissues was simulated. Photon
energy, type, and concentration of nanoparticles were investigated as influential factors. Gold, platinum, and silver were evaluated
in the current study. There was an optimal energy for each nanoparticle near to the corresponding K-edge energy. The results also
demonstrated that linear dose enhancement increased with an increase in the concentration of nanoparticles. Overall, the current
study calculations highlighted silver nanoparticles as the most efficient nanoparticles in terms of impact on dose enhancement.
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1. Background

Radiation therapy or radiotherapy is one of the most
common treatments for cancer. It deals with treatment us-
ing high-energy particles or waves. Radiotherapy is one of
the most important branches of medical radiation physics,
which deals with beams of ions. In this method, due to the
damage to DNA, treatment area cells (target tissue) are de-
stroyed and their growth and division will be impossible.
One of the problems with this method is the recurrence of
the disease. The most important cause of the recurrence is
that the absorbed energy (dose) in normal tissue is similar
to the absorbed dose of the tumor; in other words, the effi-
ciency is low. This leads to a lack of necrosis dose transmis-
sion to the tumor, causing the recurrence (1). Therefore,
finding a method to improve the absorbed dose in the tu-
mor and carry out the treatment more efficiently is a big
step towards solving this problem. To achieve this goal, sev-
eral methods, such as BNCT (boron neutron capture ther-
apy), SRS (stereotactic radiosurgery), and IMRT (intensity-
modulated radiation therapy) are employed to maximize
the dose delivered locally to the tumor (2-4). Special at-
tention is recently paid to nanotechnology and nanopar-
ticles are studied more extensively; leading to experiment
this field in cancer treatment in the form of nanomedicine
and nanobiology. In this new therapeutic approach, to in-
crease the dose absorbed by tumor cells compared to the

absorbed dose in healthy cells, a chemical compound con-
sisting of nanoparticles is used to sensitize the tumor cells.

Intense activity of cancer cells and wider capillaries
of the tumor relative to normal tissue cause the intended
compounds, which have larger molecules than the nu-
trients in the blood vessels, be absorbed more in the tu-
mor. At this point, it is said that the tumor is “sensi-
tized” by nanoparticles. The tumor is, then, irradiated with
the monochromatic X-ray beam. Due to the high inter-
action cross-section of nanoparticles, significant interac-
tions happen between nanoparticles and radiation and as
a result, a large number of electrons are produced. The
electrons, as the ionizing radiation, cause an increase in
the local dose.

Benefits and applications of this treatment method are
shown in various research activities by experimental treat-
ment of animal tumors and by in vitro irradiation of hu-
man cells (5-10). Therefore, dose enhancement calcula-
tions in a typical tumor sensitized by nanoparticles are re-
quired for a precise evaluation of this treatment method.
For clinical application, factors affecting that treatment
technique should be carefully and quantitatively evalu-
ated. Few research activities are performed for a quanti-
tative evaluation of dose enhancement and the factors in-
fluencing this treatment method. Since conducting an ex-
periment on a real tumor creates its own problems and is
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expensive, an evaluation of this therapeutic approach us-
ing experimental tests is not economical. For the intended
calculations, using a numerical method that can simulate
particle transport is an efficient choice. The Monte Carlo
method is the most promising scheme for (11) tracking par-
ticles in the material and quantitative evaluation of its in-
fluences. Homogenous and nonhomogeneous distribu-
tions of nanoparticles are usually 2 important approaches
adopted for a macroscopic simulation of a nanoparticle
aided tumor irradiation using the Monte Carlo method (11-
15).

Mousavie et al. simulated a semi-random distribution
of gold nanoparticles (GNP) in a Plexiglas phantom to eval-
uate the dose enhancement (12). Mesbahi et al. (11) mod-
eled a 20 × 20 × 20 cm3 water phantom containing a 1 ×
1 × 1 cm3 gold nanoparticle-aided tumor located at 2 dif-
ferent depths, 2 cm for megavoltage photon beams and at
surface for kilovoltage photon beams. They assessed the
influence of nanoparticle size, concentration, and photon
energy on dose enhancement. They demonstrated that no
significant dose enhancement can be achieved by mega-
voltage photon beams, however, the dose enhances signif-
icantly for kilovoltage photon beams. The photoelectric
and Compton interactions are the dominant interaction
modes in low and high energies, respectively. Therefore,
the photoelectric interaction is the responsible interaction
for dose enhancement. Ranjbar et al. evaluated the dose
enhancement factor in the gold nanoparticle-aided tumor.
In their study, the gold nanoparticles were supposed to be
distributed homogenously in the tumor located in a brain
phantom with simplified material compositions (15). They
concluded that nanoparticle concentration, photon beam
energy, and tumor depth were the influential factors in
this treatment method. Also, some research studies are
conducted to obtain the effect of quantitative nanoparti-
cles in the nano dimension (16). Paro et al. compared 2 cal-
culation methods as analytical and Monte Carlo methods
to evaluate the nanoparticle type, concentration, and pho-
ton energy. They simulated a single nanoparticle located at
the center of a cell modeled as a slab of tissue (17). They con-
cluded that a peak appeared in dose enhancement factor
when the energy increased, which demonstrated the opti-
mum energy.

The investigations conducted in this field focused on
the influence of the presence of a nanoparticle in an envi-
ronment similar to a cell. To the best of the authors‘ knowl-
edge, the influence of potential influential factors using
a real brain and tumor was not investigated in the liter-
ature. Such an investigation is crucial to assess the effi-
ciency of such treatment strategies in clinical applications.
Also, in most of the studies, only gold nanoparticles were
assessed. Recently, the benefits and applications of gold,

silver, and platinum nanoparticles in nanoparticle-aided
photon therapy are realized, and the corresponding safety
tests are also performed for clinical use. Therefore, the cur-
rent study aimed at investigating the factors affecting this
treatment method regarding the 3 types of nanoparticles.
To that end, a cubic phantom of the brain with real tissue
and materials was modeled using the Monte Carlo method
to obtain more accurate quantitative influence of the pres-
ence of nanoparticles in a typical tumor.

The predominant interaction mode in the sensitized
tumor was photoelectric due to the high atomic number
of sensitizing elements; in addition, the X-ray energy was
in the range of K-edge energy in the photon therapy. Photo-
electric attenuation strongly depends on the atomic num-
ber of the elements. Therefore, the type of nanoparticles in-
fluences the dose enhancement. On the other hand, when
a beam of mono-energetic X-ray passes through a greater
concentration of an element, the radiation intensity de-
creases more, which represent an increase in the incident
of photon interaction. Therefore, the nanoparticle concen-
tration is another influential factor in this method. In the
photoelectric cross-section curve, there is a lack of unifor-
mity called absorption edge. Attenuation probability in-
creases rapidly in this energy by a factor of 10, which in
turn enhances interaction and increases the dose. There-
fore, energy can be the next influential factor. Finally, it is
clear that the photon flux steadily decreases with increas-
ing the depth; therefore, the electron production and con-
sequently the dose are reduced. As a result, the depth is the
4th influential factor in this treatment approach. There-
fore, in the current study, the type and concentration of
nanoparticles, photon energy, and depth of tumor were as-
sessed as potentially influential factors.

2. Methods

The current study employed MCNPX Code version 2.4
(Los Alamos National Laboratory, United States). In the sim-
ulations for protons, neutrons, and photons the LA150H,
the LA150N, and the MCPLIB04 libraries were used, respec-
tively. For the particles and energy, for which information
was not available in the library, physical models were im-
plemented in the code. MCNPX code can simulate almost
all the particles at all energies and accurately calculates
the dose and flux (18). Therefore, despite the development
of newer codes, this code is used to assess methods of ra-
diation therapy. The mathematical basis of MCNPX code
is developed through the Monte Carlo method, which is a
statistical approach. One application of the Monte Carlo
method is replication. To that end, a statistical model is de-
veloped similar to what happens in reality, using the ran-
dom numbers and random motion of particles, and is re-
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peated several times (19). Therefore, the Monte Carlo simu-
lation method can be considered as a thought experiment.

The overall geometry for the head phantom used in the
current study, as presented in Figure 1, was a layered cube
with the following specifications: 0.2 cm human skin, 0.3
cm soft tissue, 0.9 cm cranium, 11.5 cm brain, 0.9 cm cra-
nium, and finally, 0.5 cm soft tissue. Here, the lateral di-
mensions of the phantom were considered in accordance
with the maximum values of the brain in the MIRD-ORNL
phantom as 17.2 × 13.2 cm (20). A 2-cm tumor was consid-
ered within the depth of 7 cm. The kind and elemental com-
position of the tissue in the head phantom are expressed
as percentage in Table 1 (21), and tumor specifications with
the homogenized nanoparticle agents with different con-
centrations of 10, 25, 50, and 75 mg nanoparticles per mL
of tumor material are presented in Table 1.

Skin
Soft Tissue
Cranium
Brain
Tumor

Pr
ot

on
Be

am

Figure 1. Geometry of the Slab Head Phantom

It does not seem very appropriate to use X-ray photons
emitted from the lamp generator in this method as the
interfacial doses (ie, skin surface dose) and the tissue lo-
cated at the radiation path, before the tumor, increase due
to the existence of low-energy photons in the spectrum.
On the other hand, if filtration is used to remove these
photons, the flux is substantially reduced. In this case, to
achieve the prescribed dose, the exposure time should be
increased, which is not desirable in terms of the treatment.
To overcome this problem, the use of monochromatic radi-
ation of the synchrotron is recommended due to the fol-
lowing advantages: 1) The ability to produce monochro-
matic radiation with high flux; 2) The ability to create par-
allel beams with minimal divergence on the route and
the lowest halftone in the tissue; 3) The possibility of pro-

ducing polarized X-ray beams with minimal dispersion in
the unwanted routes and protecting the sensitive organs
nearby. Therefore, in the current study, monochromatic
beams were employed. To calculate photon therapy, a 2 ×
2 cm2 surface source was considered with a source-surface
distance (SSD) of 50 cm. The photon beam was vertically ir-
radiated on the surface of the phantom. Several energies
for irradiated photon, near to the K-edge energy of each
particle, were investigated.

1. For gold (K-edge energy = 80.73 keV): 75, 85, 95, 105
keV

2. For platinum (K-edge energy = 78.40): 75, 85, 95, 105
keV

3. For silver (K-edge energy = 25.53 keV): 35, 45, 55, 65
keV

To achieve maximum precision, the energy considered
here was an equivalent of the least amount of cutoff energy
that can be traced by MCNPX Code; ie, 1 keV for photon and
electron and 1 MeV for neutron and proton; 3,500,000 pho-
tons were traced to achieve a relative error of less than 0.01.

Following card was used to obtain energy deposition
per unit volume (MeV/cm3/particle):

RMESH: P pedep

Finally, dose (nGy/particle) was calculated by the fol-
lowing equation:

3. Results

To develop a correct model, at the first step of the cur-
rent study, a model was developed according to the study
conducted by Ranjbar et al. (15). In that study, the brain
phantom containing a number of important compounds
was modeled and the other tissue of the human head was
not considered. A gold nanoparticle sensitized tumor was
modeled and the impacts of various factors on the radia-
tion dose enhancement in the tumor were studied. The
dose enhancement factor distribution obtained by this
model developed in the current study and the results re-
ported by Ranjbar et al. (15) are shown in Figure 2. Dose
enhancement factor distribution of different photon en-
ergies is presented in Figure 2. Dose enhancement pro-
files corresponding to different photon energies obtained
in the current study were in good agreement with those of
Ranjbar et al. (15). Therefore, it can be concluded that the
developed model in the current study was valid and can be
used for further development, based on the current study
goals.

At the next step of the current study, an accurate model
was developed based on the head phantom described in
section 2. The current study obtained the following results:
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Table 1. Mass Density and Elemental Composition of the Tissue in the Head Phantom for Sensitized and Non-sensitized Tumors

Tissue Type Density, g/cm3 H C N O Ca Na P S Cl K Au

Skin 1.09 10.0 20.4 4.2 64.5 - 0.2 0.1 0.2 0.3 0.1 -

Soft tissue 1.03 10.5 25.6 2.7 60.2 - 0.1 0.2 0.3 0.2 0.2 -

Skull bone 1.61 5.0 21.2 4.0 43.5 17.6 0.1 8.1 0.3 - - -

Brain 1.04 10.7 14.5 2.2 71.2 - 0.2 0.4 0.2 0.3 0.3 -

Non-sensitized tumor 1.04 10.7 14.5 2.2 71.2 - 0.2 0.4 0.2 0.3 0.3 -

Sensitized Tumor Containing Different Concentration of GNPs

10 mg Au mL-1 1.05 10.6 14.4 2.2 70.5 - 0.2 0.4 0.2 0.3 0.3 1.0

25 mg Au mL-1 1.07 10.4 14.2 2.1 69.5 - 0.2 0.4 0.2 0.3 0.3 2.3

50 mg Au mL-1 1.09 10.2 13.8 2.1 67.9 - 0.2 0.4 0.2 0.3 0.3 4.6

75 mg NP mL-1 1.12 10.0 13.5 2.1 66.4 - 0.2 0.4 0.2 0.3 0.3 6.7
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Figure 2. The Dose Enhancement Factor Distribution Reported by A, Ranjbar et al. and B, the Results Obtained by the Early Model Developed in the Current Study

3.1. Influence of Photon Energy

According to the attenuation coefficient reduction, by
increasing photon energy and also due to the lack of uni-
formity in the curve of photon attenuation, an optimum
energy should be found. To obtain optimum energy cor-
responding to silver, gold, and platinum as the sensitizer
agents in the sensitized tumor, the X-ray beams with en-
ergies near to K-edge energy of nanoparticles under study
were used. The maximum dose enhancement correspond-
ing to the elements under study is shown in Figure 3. The
optimum energy for gold and platinum was 85 to 95 keV,
which was near to those elements K-edge energy (80.73 keV
for gold and 78.40 keV for platinum). Due to the photons
attenuation before entering the tumor, the photon energy
decreased. Note that the incident photon energy should
be greater than that of the K-edge energy to compensate
the energy loss due to the attenuation. The attenuation is
more significant when the photon energy is low. That is
why, for example, the optimal energy for silver (35 to 45
keV) is almost 10 to 20 keV more than that of the silver K-
edge energy (25.53 keV).
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Figure 3. The Maximum Dose Enhancement

3.2. Influence of Nanoparticle Type

To evaluate the effects of the sensitizer agent type on
dose enhancement in the tumor, gold, silver, and platinum
nanoparticles were studied. In the current simulation, the
monochromatic photons with energies around optimum
were applied and the nanoparticle concentration was in-
tended to be 50 mgNP/mL. To obtain the dose enhance-
ment, due to the presence of gold and platinum nanopar-
ticles, X-rays with energies of 75, 85, 95, and 105 keV were
used. In the case of silver nanoparticles, the X-rays with en-
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ergies of 35, 45, 55, and 65 keV were applied. It can be con-
cluded from the dose enhancement curve (Figure 4) that
first, the dose in the sensitized tumor always increases dra-
matically due to the presence of nanoparticles. The steep-
est curve corresponds to the optimum energy, which rep-
resents a difference of 5.8 between the maximum and min-
imum. Second, due to the maximum attenuation coeffi-
cient of photons at K-edge energy, the maximum dose en-
hancement is achieved in the optimal energy correspond-
ing to the element. Maximum dose enhancement achieved
in gold and platinum-sensitized tumor was 6.2, which cor-
responded to the photon energy of 85 keV. For silver, this
value was 7.5, which corresponded to the photon energy
of 45 keV. Third, the dose enhancement factor decreases
by an increase in depth, as the photon energy drops below
the photoelectric interaction region. Finally, the dose en-
hancement factor of the tumor surrounding normal tissue
is 0.4 to 0.7, which demonstrates the dose reduction in the
tumor surrounding normal tissue and, therefore, decrease
in the potential damages to the healthy tissue.

Based on Figure 5, in all concentrations the dose en-
hancement factor corresponding to the tumor sensitized
by silver nanoparticles had the highest value (10.5 for 75
mgAg/mL); therefore, this element can be considered as
the most effective agent to enhance the dose.

3.3. Influence of Concentration

To assess the impact of nanoparticle concentration on
dose enhancement, several simulations were conducted
for different concentrations of nanoparticles including 10,
25, 50, and 75 mgNP/mL. The X-ray with an optimum en-
ergy corresponding to the elements under study was con-
sidered. Figure 6 illustrates that the dose enhancement fac-
tor increased according to increasing changes following a
linear function with a solidarity coefficient of 0.99.

3.4. Influence of Tumor Depth

This therapeutic method is used to treat other tumors
in different depths of 3, 5, and 7 cm. At this stage, the sil-
ver nanoparticles of 75 mgAg/mL and the X-ray of 45 keV,
as optimal energy for silver, were used. Figure 7 shows the
depth dose enhancement along the central axis when the
tumor was in 3 different depths. The dose enhancement
decreased with increasing depth from 10.5 to 10.0 cm. It
means, as expected, the radiosensitization was more effec-
tive for more superficial tumors.

4. Discussion

Paro et al. (17) assessed dose enhancement in the pres-
ence of gold, silver, bismuth, and copper nanoparticles.

Based on their assessments, gold was the most promis-
ing nanoparticle due to its high dose enhancement fac-
tor. Their experiment was performed using a Plexiglas
phantom, which does not reflect the real material compo-
sition of the brain. Based on the accurate simulation con-
ducted in the current study, silver was the most promising
nanoparticle with a slightly bigger dose enhancement.

Mousavie Anijdan et al. (12) concluded that photoelec-
tric interaction depends on atomic number and its cross-
section shows several peaks at K- and L-edge energies. As a
result, one can expect optimum energy corresponding to
the nanoparticle used as sensitizing agent. Based on the
figures presented by Paro et al. (17), the optimum energy
was about 70 keV and 40 keV for gold and silver nanopar-
ticles, respectively. Ranjbar et al. (15) reported that the
optimum energy for gold nanoparticles ranged between
83 and 90 keV. These results were in good agreement with
those obtained in the current study.

The results of Mousavie Anijdan et al. (12) showed
that dose enhancement was directly proportionate to the
gold nanoparticle concentration, while the effect of gold
nanoparticle size was not significant. The results of the
study by Paro et al. (17) showed that the dose enhance-
ment factor increased by concentration. Ranjbar et al. (15)
demonstrated the linear dependency of the dose enhance-
ment factor on nanoparticle concentration. The same de-
pendency between dose enhancement and concentration
was obtained in the current study.

Ranjbar et al. suspected that the tumor dose might be
less than skin dose after a certain depth

(15). It should be noted that they did not model all hu-
man head tissue. As can be observed in the depth-dose ob-
tained in the current study, the tumor dose was less than
cranium dose after a certain depth. In other words, al-
though in the high depth, the dose enhancement factor
was significant, the cranium absorbed dose was more than
tumor dose. This effect was not observed in the soft tissue
and skin. To overcome this problem, the multidirectional
beam used in conventional radiotherapy can be applied.

4.1. Conclusion

In the current study, dose enhancement for several
nanoparticle radiosensitizers was assessed in photon ther-
apy. A slice of human head phantom containing real ma-
terial composition of tissue in the head was simulated by
MCNPX code, version 2.4. The type, concentration of the
nanoparticles, and energy of the photon were studied as
influential factors. In the case of silver nanoparticles, the
optimum energy to achieve maximum dose enhancement
ranged between 35 and 45 keV, which was 10 to 20 keV more
than the corresponding K-edge energy. Optimum energy
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Figure 4. The Dose Enhancement in the Tumor Sensitized by A, Gold; B Platinum; C, Silver with a Concentration of 50 mgNP/mL.
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Figure 5. The Dose Enhancement in the Tumor Sensitized by Gold, Platinum, and
Silver with a Concentration of 50 mgNP/mL at Optimum Energy.

for gold and platinum was 85 to 95 keV, which was near to
the K-edge energy of these elements.

A peak appeared in dose enhancement factor when
the energy increased, demonstrating the optimum energy.
Based on the figures presented in the article, the optimum
energy was around 70 keV and 40 keV for gold and silver
nanoparticles, respectively. The dose enhancement in the
presence of gold, silver, bismuth, and copper nanoparti-
cles was assessed. Based on the assessments, silver was the
most promising nanoparticle due to its high dose enhance-
ment factor.

To calculate the dose in the tumor and the effect of
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Figure 6. The Calculated Dose Enhancement for Different Concentrations of Gold,
Platinum, and Silver, at Corresponding Optimal Energies

nanoparticle type on dose enhancement, 3 nanoparticles
including gold, silver, and platinum were evaluated. In this
part of the simulation, the X-rays with energy near to the
K-edge energy of each element were used. In the case of sil-
ver nanoparticles, a higher range of energy was considered
to compensate for the higher attenuation of photons in
lower energies. In terms of dose enhancement, as the cur-
rent study showed, silver nanoparticles were the best op-
tion. Finally, it was concluded that dose enhancement in-
creased linearly with increasing the nanoparticle concen-
tration. The sensitizer element addition caused a steep de-
crease in the radiation dose of the tumor due to the self-
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absorption that occurred in the area containing sensitizer
elements. Finally, the dose enhancement decreased with
increasing the depth due to the decrease in photons.
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