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Abstract: Radiation-sensitive gels are among the most recent and promising developments for
radiation therapy (RT) dosimetry. RT dosimetry has the twofold goal of ensuring the quality of the
treatment and the radiation protection of the patient. Benchmark dosimetry for acceptance testing
and commissioning of RT systems is still based on ionization chambers. However, even the smallest
chambers cannot resolve the steep dose gradients of up to 30–50% per mm generated with the most
advanced techniques. While a multitude of systems based, e.g., on luminescence, silicon diodes
and radiochromic materials have been developed, they do not allow the truly continuous 3D dose
measurements offered by radiation-sensitive gels. The gels are tissue equivalent, so they also serve
as phantoms, and their response is largely independent of radiation quality and dose rate. Some of
them are infused with ferrous sulfate and rely on the radiation-induced oxidation of ferrous ions to
ferric ions (Fricke-gels). Other formulations consist of monomers dispersed in a gelatinous medium
(Polyacrylamide gels) and rely on radiation-induced polymerization, which creates a stable polymer
structure. In both gel types, irradiation causes changes in proton relaxation rates that are proportional
to locally absorbed dose and can be imaged using magnetic resonance imaging (MRI). Changes
in color and/or opacification of the gels also occur upon irradiation, allowing the use of optical
tomography techniques. In this work, we review both Fricke and polyacrylamide gels with emphasis
on their chemical and physical properties and on their applications for radiation dosimetry.

Keywords: three-dimensional dosimetry; poly-vinyl alcohol; glutaraldehyde; ferrous sulfate; xylenol-
orange; polyacrylamide gel; spectrophotometry; optical tomography; magnetic resonance imaging

1. Introduction

Close to 6 million complete courses of radiation therapy are delivered every year
worldwide. While this number represents less than 0.5% of the number of diagnostic
procedures, it implies a major societal relevance since it means that'15% of the population
undergoes radiation therapy during their lifetime in countries having Health Care Level I
in the UNSCEAR global population model [1].

Radiotherapy involves a complex but well-established sequence of procedures com-
prising target identification, dose prescription, treatment planning, beam shaping and dose
fractionation. The clinical success of radiotherapy and the protection of the patient are
critically connected to delivering an optimal and uniform distribution of dose to the target
volume while sparing the surrounding healthy tissues, particularly the most radiation-
sensitive structures. Several studies demonstrate that morbidity is significantly related to
the volume of irradiated normal tissue as well as to the actual dose delivered to the normal
tissue. These findings have motivated research and development of techniques maximizing
the irradiation of the target volume and minimizing the exposure of normal tissues. In
the most modern radiotherapy techniques, such as intensity-modulated radiation therapy
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(IMRT), a variety of computer-controlled devices are used to produce multiple optimized,
nonuniform and sometimes noncoplanar radiation beams that deliver conformal dose
distributions around a target volume.

IMRT has encountered widespread acceptance and implementation both in the EU and
in the US, promoted by evidence of superior tumor control and reduced toxicity, particularly
in the treatment of head-and-neck and prostate cancers. However, this technology also
poses some risks to the radiotherapy patient, deriving from a series of issues that have not
yet been fully clarified [2].

One of the most prominent concerns is the lack of well-established 3-D imaging/
dosimetry techniques to verify the extremely complex conformal treatment plans. Of
concern is also the radiation protection of patients. IMRT delivers a lower dose to normal
tissues around the tumor target, compared with conventional radiation therapy, but it
exposes patients to a higher whole-body irradiation. Thus, dosimetry in radiotherapy has
the twofold goal of ensuring the quality of the treatment as well as the radiation protection
of the patient. Dose measurements are crucial since treatment planning software is rarely
accurate beyond some centimeters from the edge of the treatment volume.

Reference dosimetry for the acceptance testing and commissioning of IMRT systems
is still based on ionization-chamber measurements, just like in conventional radiotherapy.
However, particular care must be exercised when using ionization chambers in IMRT. Even
the smallest chambers cannot resolve the steep dose gradients of up to 30–50% per mm
generated with IMRT. To avoid volume-averaging effects, the chamber cross section must
be smaller than the uniform dose regions in which it is placed. Moreover, the chambers are
anisotropic and their irradiation with beams impinging from multiple directions requires
an accurate knowledge of the angular dependence of the response [3].

Silicon diodes have also been used in IMRT, thanks to their appealing small size [4].
Like ionization chambers, diodes present the inherent constraint of being single-point
dosemeters. This is not a limiting factor in conventional radiotherapy, where a significant
portion of quality assurance dosimetry can be performed by scanning static beams in a
water phantom. However, the limits of single-point measuring devices are approached
when it comes to scanning the complex dose gradients generated by IMRT. This has
prompted the development of a variety of novel linear-array and planar-array designs [5].

Next to ionization chambers, thermoluminescence dosimeters (TLDs) can measure
integrated doses with accuracy and precision in the order of 3%, as required in clinical
practice [6]. TLDs can be used for 3-D mapping of the dose distributions by placing large
numbers of chips simultaneously in a phantom and then scanning them with automated
readers. For these reasons, they have been widely used for the quantitative dosimetric
verification of IMRT planning and delivery systems. However, using these detectors is an
extremely laborious procedure and great care must be exercised in determining calibration
factors for each individual detector chip.

Two-dimensional detectors can be used in the evaluation of the high-gradient re-
gions of the IMRT dose distribution, which is crucial for quality assurance and cannot be
done with point dosemeters like ionization chambers. In particular, radiochromic films
present a fairly water-equivalent response, combined with high spatial resolution, direct
development upon irradiation, insensitivity to visible light and linearity of response [7].
Owing to these properties, radiochromic films have been increasingly used in clinical
dosimetry, including IMRT applications. Some concerns remain regarding the kinetics
of signal development, whereby films irradiated to lower doses develop more rapidly
than those receiving higher doses. In addition, the techniques required for accurate dose
measurements with radiochromic films have not been universally adopted, although usage
guidelines have been formulated.

A true 3D dosimeter may be identified via the “Resolution-Time-Accuracy-Precision
(RTAP) criteria” [8], according to which, a three-dimensional dosimeter must be able to
deliver “a 3D dosimetric analysis of a treatment plan with 1 mm isotropic spatial resolution,
within 1 h, with an accuracy of within 3% of the true value, with 1% precision”.
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The radiation-sensitive gels described in this review fulfill the RTAP criteria and are
considered the only true 3D dosimeters available nowadays for radiotherapy applications.
These gels were introduced in the 1980s [9,10], they present tissue equivalent composition
and density, so they also serve as phantoms, and their response is largely independent of ra-
diation quality and dose rate. The original formulations are infused with ferrous sulfate and
rely on the radiation-induced oxidation of ferrous ions to ferric ions (Fricke-gels) [9,11,12].
Later versions consist of monomers and cross-linkers dispersed in a gelatinous medium
and rely on radiation-induced polymerization, which creates a stable polymer structure
in response to free radicals generated by water radiolysis [13,14]. With both categories
of gels, hereafter referred to as Fricke gels and Polyacrylamide gels (sometimes simply
referred to as Polymer gels), irradiation causes variations of water-proton nuclear magnetic
resonance relaxation times. These variations correlate with the dose absorbed locally and
can be imaged using Magnetic Resonance Imaging (MRI). Changes in color and/or opacifi-
cation of the gels also occur upon irradiation, allowing the use of optical tomography or
spectrophotometry techniques.

2. Fricke Gels
2.1. Radiation Chemistry

The idea of a 3D dosimeter, a tissue equivalent material that is also sensitive to
radiation throughout its volume, dates back to 1984 when Gore et al. [9] infused a hydrogel
matrix with an acidic water solution of an iron salt [15]. Gore’s group demonstrated that
the radiation-induced chemical changes in the gel could be imaged by nuclear magnetic
resonance (NMR) techniques. Prior to the irradiation, the solution contains only Fe2+ ions
that are oxidized to Fe3+ by the interaction of ionizing radiation with the dosimeter. The
final concentration of Fe3+ ions is proportional to the absorbed dose of ionizing radiation.
Radiations interact almost exclusively with the aqueous component of the hydrogels and
thus create free radicals. Since water is the main constituent of biological soft tissues,
Fricke-gels are almost perfectly tissue equivalent.

The free radicals (indicated with the symbol • after their chemical formula). produced
by water radiolysis are highly reactive chemical species that eventually interact with
the ferrous ions and oxidize them. When the solution is irradiated, water decomposes
as follows:

H2O + hν→ H• + HO• (1)

Hydrogen atoms then react with oxygen to produce hydroperoxy radicals:

H• + O2 → HO•2 (2)

After these initial interactions between ionizing radiation and water, different chemical
routes may lead to the oxidation of a ferrous ion. Some of them are:

Fe2+ + OH• → Fe3+ + OH− (3)

Fe2+ + HO•2 → Fe3+ + HO−2 (4)

HO−2 + H3O+ → H2O2 + H2O (5)

Fe2+ + H2O2 → Fe3+ + OH• + OH− (6)

Regardless of the chemical route, the final concentration of Fe3+ ions is proportional to
the energy deposited by radiation in the dosimeter. The relationship that links the change
in Fe3+ concentration to the dose is:

[
Fe3+

]
=

10 D · G
(

Fe3+
)
· ρ

NAe
(7)
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where D is the dose, G (Fe3+) is the chemical yield of Fe3+ (expressed as ions produced
per 100 eV), ρ is the density in kg/L, NA is Avogadro’s constant and e is the number of
joules per electronvolt. The Fe3+ concentration in Fricke solutions is usually evaluated by
spectrophotometric measurements in the UV range, since Fe3+ has absorption peaks at
304 nm and 224 nm. A gel, on the other hand, may be imaged by NMR to retrieve both the
dose and its spatial distribution, since the magnetic properties of iron ions change with the
oxidation state.

In the early versions of these dosimeters, the rapid diffusion of the Fe3+ ions inside
the matrix restricted the timeframe for imaging to about 1 h before the spatial information
was unacceptably blurred. Various investigators proposed modifications to the standard
formulation of Fricke solutions and gels by the addition of chelating agents [10,16], such
as xylenol orange (XO), molecules that can form two or more coordination bonds with
a metal ion. The chelated molecule is much larger than the Fe3+ ion alone; therefore, its
mobility inside the polymer network is lower [16,17]. When added to the Fricke solution,
XO chelates the Fe3+ ions creating a chemical species that has an intense absorption peak
at 585 nm. Fricke solutions with the addition of XO can be infused in a gel matrix to obtain
a compound that changes its color from yellow-orange to deep purple upon irradiation
(Figure 1). Therefore, xylenol orange makes it possible to measure absorbed doses by means
of UV-VIS spectrophotometry (Figure 2) and also to scan the gels with optical computed
tomography (OCT) [18], a technique that offers lower imaging time compared to NMR [19]
and comparable accuracy and spatial resolution.

Figure 1. Photograph of Fricke gel samples irradiated up to 30 Gy (from left to right) at
5 Gy increments.

Figure 2. Typical UV-VIS absorption spectra of Fricke gels containing xylenol orange and irradiated
to absorbed doses up to 100 Gy.
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2.2. Formulations

Historically, the most widely-used matrices for Fricke-infused gels have been two natu-
ral compounds: gelatine—a hydrolyzed form of collagen extracted from animal skin, bones,
and connective tissues, and agarose—a polysaccharide polymer extracted from seaweed.

The natural origin of gelatine involves an inherent variability in purity and composi-
tion due to age and species of the animal source and due to the complexity of extraction
and purification processes. Different gelatine batches present slightly different natures,
and therefore gelatine-based products inevitably present variable characteristics. Sponta-
neous gelling of gelatine involves the creation of interchain links, mainly hydrogen bonds,
between the functional groups of the amino-acid residues of the chains. Since gelatine
extraction processes yield variable length chains, crosslinking, diffusion and permeability
characteristics are all affected. External cross-linking agents may also be used, but cross-
linking is problematic because of the chemical and structural complexity of gelatine. A
further drawback encountered with gelatine formulations is their degradation over time.

Agarose has also been widely used as a matrix for Fricke-infused gels; indeed, some
agarose gels are reportedly more sensitive to radiation than either aqueous solutions or
gelatine systems infused with ferrous sulfate [20]. However, agarose also presents a series
of drawbacks: first of all, as with gelatine, its natural origin affects the reproducibility of
its structure and of its cross-linking. Moreover, agarose gels are translucent, rather than
transparent, which hinders optical absorbance measurements [21]. A further drawback is
that agarose must be raised to high temperatures (90–95 ◦C) to properly dissolve and then
form a gel while cooling down, which may cause a loss of dissolved oxygen [22].

Because of the above-listed limitations of gelatine and agarose, recent research has
focused on synthetic matrices and has aimed at developing dosimetric gel formulations
based on poly-vinyl alcohol (PVA), offering high stability, sensitivity and ease of manu-
facture. PVA is a polymer with a simple chemical structure, it is water-soluble, nontoxic,
inexpensive and suitable for manufacturing hydrogels via physical or chemical routes.
PVA is synthesized through well-established processes that allow an accurate selection
of the molecular weight distribution, i.e., the length of the chains. Consistency between
different batches is very high and so is the reproducibility of derived products.

The easiest physical method to produce PVA gels is subjecting an aqueous solution of
PVA to freeze-thaw cycles. At low temperature, segments of PVA chains are coordinated
into microcrystalline structures that act as cross-links. The final characteristics of these
hydrogels depend on various parameters, such as the number of thermal cycles, the
temperature reached in the cycles, the cooling and heating rates and the concentration of
the polymer and its molecular weight.

Alternatively, the production of PVA hydrogels may be achieved by chemical path-
ways, using suitable cross-linking agents. Among them is glutaraldehyde (GTA), a small
molecule that easily reacts with the PVA hydroxyl groups, creating bridges between the
chains [23]. GTA is a relatively nontoxic substance and its PVA cross-linking reaction
occurs at room temperature, yielding hydrogels that are transparent to light. Several
characteristics of the GTA-PVA gels depend on the degree of cross-linking and can be
easily modulated by adjusting the concentration of PVA, its molecular weight and the
GTA/PVA ratio.

2.3. Characterization and Performance

The dosimetric gel properties described hereafter are mainly based on dosimeters
made with polyvinyl-alcohol cross-linked by adding glutaraldehyde (GTA) [24,25] and
infused with a Fricke-solution (25 mM sulfuric acid and 0.5 mM iron ammonium sulfate),
along with 0.165 mM xylenol-orange (XO).
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2.3.1. Gelation Process

The above-mentioned PVA-GTA formulation is liquid when kept refrigerated and
undergoes gelation when raised to room temperature. The gelation process of these gels is
strongly affected by two main parameters, temperature and GTA concentration.

Table 1 reports the gelation times of gels produced with different concentrations
of GTA and kept at different gelation temperatures [26]. The viscosity of the PVA-GTA
solution starts to increase right after the addition of GTA and ramps up when the solution
approaches the gelation point; therefore, the time effectively available to pour the PVA-
GTA solution into a container is shorter than the nominal gelation time. Solutions with
≤26.500 mM of GTA do not turn into a gel if they are kept at temperatures ≤15.0 ◦C. This
allows pouring them into containers (phantoms) with large volumes or complex shapes:
reagents are mixed keeping the solution below 15 ◦C, then the temperature is slowly raised
after casting.

Table 1. Gelation times of gels produced with different concentrations of GTA and held at different
gelation temperatures. Adapted from [26].

GTA (mM) Temperature (°C) Gelation Time (min)

13.25 15 N/A
26.5 15 N/A
53 15 30

13.25 20 75
26.5 20 35
53 20 25

13.25 25 25
26.5 25 20
53 25 10

2.3.2. Reagent Purity and Reproducibility

While the use of synthetic reagents allows for the production of reproducible gels,
great care must be exercised in the selection and storage of the reagents. The use of fresh,
analytical-grade-purity chemicals is in general required.

Aging effects are particularly noticeable in the case of glutaraldehyde and they affect
the absorbance level of nonirradiated gels. GTA is known to undergo self-polymerization,
a process that is accelerated by inadequate storage [27]. Self-polymerization of GTA is
significantly slower in the absence of oxygen and storage under an inert gas is an effective
method to extend the shelf life of GTA. A further option is freezing [27–29]; this way, the
original properties of GTA may be preserved for up to four months even with multiple
freezing-thawing cycles.

Poly-vinyl alcohol is synthesized through well-established processes that allow an
accurate selection of the molecular weight distribution, i.e., the length of the chains, in
turn allowing a high-consistency between different batches and a high reproducibility of
derived products. However, even high-purity-grade PVA may contain some contaminant
residues: these impurities are reported all together as “residue on ignition”, and the most
abundant is sodium acetate, since the majority of the ashes are sodium oxide [30–32].

Higher-purity commercial versions of poly(vinyl alcohol) can be found, such as that
denominated Mowiol (Sigma Aldrich), whose ignition residue is≤0.5%. This higher-purity
PVA offers a variety of advantages [33], including a lower initial absorbance at zero-dose,
the production of higher-concentration gels without rapid oxidation effects, an easier
dissolution at atmospheric pressure without the need for an autoclave, a lower viscosity
and easier pourability of the resulting solution in the containers of interest, the availability
in wide range of molecular weights and also a lower cost compared to standard PVA.

As is the case with glutaraldehyde and poly(vinyl alcohol), xylenol orange must be
chosen carefully in the production of dosimetric gels. Indeed, the chemical purity xylenol
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orange was found to vary significantly not only between manufacturers but also from
batch to batch for the same product [34].

2.3.3. Response to Ionizing Radiation

The response PVA-GTA Fricke gels (Figure 3) is quite similar to that of formulations
based on gelatine; however, PVA-GTA gels present a significantly lower diffusion of
ferric ions post-irradiation and a high reproducibility of the sensitivity between different
dosimeter batches [26].

Figure 3. Dose response of PVA- GTA Fricke gels measured with UV-VIS spectrometry at the
University of Pisa, Italy, and at the Federal University of Sergipe, Brazil; onset of saturation effects
may be observed around 30 Gy. Error bars (1 standard deviation) are included in the plot symbols.
Adapted from [24].

Since the amount of inorganic reagents in the gels is negligible in relation to the overall
composition, ionizing radiations interact almost exclusively with the aqueous medium.
Thus, Fricke gels in general, and PVA-GTA gels in particular, are almost perfectly tissue
equivalent [26,35,36] and this contributes to their excellent dosimetric performance [24,37].

The minimum detectable dose (MDD) can be evaluated for each gel batch as
MDD = 3σ/s, where σ is the standard deviation of the absorbance measurements of
unirradiated samples and s is the slope of the linear regression of the dose-response
curve of each batch. Reported values of the minimum detectable dose are on average
0.122± 0.003 Gy. This MDD, combined with an upper limit Dmax = 30 Gy for the linear
region of the response, corresponds to a dynamic range Dmax/MDD > 200. The latter is
adequate to map 3D dose distributions in radiotherapy, including the tumor target region
that must be irradiated and the surrounding healthy tissue regions that must be spared.

Even better results in terms of dose response are achieved when using PVA of the
Mowiol type [25,26], rather than standard PVA. The dose-response of 10% w/v and
12.5% w/v Mowiol-based gels is linear up to 25 Gy (R2 > 0.99), with a sensitivity of
0.078± 0.001 Gy−1 and 0.077± 0.001 Gy−1, respectively. These values are slightly higher
than 0.074± 0.001 Gy−1, i.e., the average value found for 10% w/v PVA gels. This excellent
dosimetric performance of Mowiol-PVA gels was also independently verified by another
group adopting the same formulation [36].
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2.3.4. Ferric Ion Diffusion Effects

Fricke gel formulations suffer from the diffusion of ferric ions after irradiation [38].
This effect is contrasted by the use of chelating agents such as xylenol-orange. A variety
of experimental methods have been described to derive the ion diffusion coefficients
from dose maps measured either by magnetic resonance or optical techniques, including
analytical approximations to the theoretical distribution, Bayesian estimations and finite
element methods [39–44].

In a widely used approach, a high dose of high-energy X-rays is delivered to partially
shielded cuvettes. A portion of the cuvettes is covered with lead, while the rest is left
unshielded. An example of time-dependent absorbance profiles is shown in Figure 4 for
PVA-B gels. After Kron et al. [40], the profiles are fitted with an inverse square root function
of the form:

A = Amin +
1
2
(Amax − Amin)

1 +
x− x0√

(x− x0)
2 + n

 (8)

where Amin and Amax are the minimum and maximum measured absorbance values, x0 is
the lateral shifting of the inflection point, and n is the “curvature parameter”. The latter
varies linearly with time, and this variation relates directly to the diffusion coefficient.
Namely, the diffusion coefficient of the gel is equal to the rate of change of n multiplied
by 0.212.

Figure 4. Normalized time-dependent absorbance-position profiles for PVA-B gels. Adapted from [26].

Results reported in Table 2 show that the concentration of GTA affects the degree of
crosslinking of the matrix and thus the diffusion coefficient of the gel. Hence, controlling
the cross-linking degree by means of the GTA concentration permits a reduction of the
diffusion coefficient: as the crosslinking degree increases, so does the number of obstacles
that the Fe3+-xylenol-orange complex may encounter. This increased crosslinking density
slows down the movement of the complex because the probability to find an obstacle
instead of a free path is higher in a gel with a higher crosslinking degree.
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Table 2. Diffusion coefficients of the investigated PVA Fricke gels. Adapted from [26].

PVA Type
PVA

Concentration
Molecular

Weight
GTA

Concentration
Diffusion
Coefficient

(% w/v) (×103) (mM) (mm2 h−1)

PVA-A 10% 85–124 26.5 0.171 ± 0.012
PVA-B 10% 85–124 6.625 0.249 ± 0.029
PVA-C 10% 31–50 26.5 0.200 ± 0.018
PVA-D 10% 13–23 26.5 0.291 ± 0.033
Mw-A 10% 125 26.5 0.184 ± 0.014
Mw-B 12.50% 125 33.125 0.152 ± 0.008

Table 2 also shows that the diffusion coefficient decreases while the molecular weight
of PVA increases. The difference may be due to two phenomena. Longer chains create a
more interconnected network; therefore, the diffusing species has a higher probability to
encounter the polymer chain instead of a free path inside the solvent while diffusing. Fur-
thermore, the length of the chains affects their random coil configuration. The probability
that the GTA will link two different PVA chains, instead of linking two extremities of the
same chain, may change with different random coil configurations.

As indicated in Table 2, Fricke gels produced with the PVA-A formulation and ex-
amined with spectrophotometry yielded a diffusion coefficient of 0.171± 0.012 mm2 h−1.
When gels produced with the same PVA-A formulation are similarly irradiated and then
scanned with a 7 T MRI scanner, the outcome is a diffusion coefficient of 0.18 mm2 h−1 [45].
Achieving virtually the same result through completely independent methods demon-
strates the reliability and reproducibility of this gel matrix.

The diffusion coefficients of Mw-A and Mw-B gels were 0.184± 0.014 mm2 h−1 and
0.152± 0.008 mm2 h−1, respectively (in order to keep the crosslinking degree constant, the
GTA concentration was increased to 33.125 mM in the Mw-B formulation).

2.3.5. Spontaneous Oxidation

In addition to the diffusion of ferric ions, Fricke gels suffer from spontaneous oxidation.
The conversion from Fe2+ to Fe3+ occurs spontaneously even in the absence of irradiation,
because the ferric state is the more stable one.

Figure 5 shows the spontaneous oxidation rate of PVA-A, Mw-A and Mw-B gels.
The spontaneous oxidation rates of Mw-A and Mw-B were 1.66× 10−4 h−1 and 2.60 h−1,
respectively. These values are about 4 and 2.5 times lower than the oxidation rate of PVA-A
(6.40× 10−4 h−1). Moreover, the oxidation rate of gels made with Mowiol is over an order
of magnitude lower than gels made with natural polymer, that have a typical oxidation
rate of ∼2× 10−3 h−1 [46,47]. While the shelf-life of the Mowiol gels is not adequate for
commercialization, yet, such a low oxidation rate allows producing gels and storing them
for several weeks before usage.

A comparison of previously-described Fricke gels is presented in Table 3. When
compared to gelatine gels, Mowiol-gels offer a considerably lower diffusion coefficient
and oxidation rate without a reduction in sensitivity. Compared to standard PVA, Mowiol
is easier to process and more suitable for the production of homogeneous large volume
phantoms, while the higher sensitivity improves its dosimetric effectiveness.

In particular, Mw-B gels present a diffusion coefficient of 0.152± 0.008 mm2 h−1, a
sensitivity equal to 0.077± 0.001 Gy−1 and a spontaneous oxidation of 2.60× 10−4 h−1,
offering arguably the best all-around performance of current Fricke-infused gels.
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Figure 5. Spontaneous oxidation rate of various PVA and Mowiol gels. Adapted from [26].

Table 3. Comparison with other gel types and studies.

Gel Matrix Sensitivity Diffusion Coefficient Spontaneous Oxidation
(Gy−1) (mm2 h−1) (h−1)

PVA-GTA (Mw-B) 0.077 ± 0.001 (1 s.e.) 0.152 ± 0.008 (1 s.d.) 2.60 × 10−4

20% PVA hydrogel [46] 0.046 (uncertainty not reported) 0.140 ± 0.002 1.3 × 10−4

20% functionalized PVA [48] 0.014 (uncertainty not reported) 0.130 ± 0.004 –

Natural polymers (various
types and concentrations) 0.065–0.075 0.3–2.2 2.3 × 10−3

[16,40,46,47,49] (uncertainty reported as
standard errors)

2.3.6. Recent Developments: Functionalized, Doped and Reusable Fricke Gels

While research in recent years has mainly focused on polyacrilamide gel formulations,
described in the next section, R&D on Fricke gels has continued nonetheless. In particular,
a modification to the PVA hydrogel has been described [48] whereby the chelating agent
xylenol orange is partially bonded to poly-vinyl alcohol. This functionalized poly-vinyl
alcohol hydrogel presents a relatively low sensitivity of 0.014 Gy−1 but it offers a diffusion
coefficient of 0.133 mm2 h−1, which adds approximately 1 h to the useful timeframe
between irradiation and readout. Another promising approach to the functionalization
of the gel matrix was recently described by Lazzaroni et al. [50]. Alternatives to the use
of xylenol orange are also actively investigated [51] and among them methylthymol blue
appears to be a promising option [52].

In another development, nanocomposite Fricke gels have been prepared with dif-
ferent concentrations of nano-clay, perchloric acid and ferrous ions under deaerated
conditions [53]. The radiological properties of these gels were examined by irradiations
with carbon and argon ion beams spanning a linear-energy-transfer (LET) range of 10
to 3000 keV/µm. Contrary to conventional Fricke gel, the nanoparticle doped gels were
found to present a response independent of the LET and nearly constant even at very high
LET (3000 keV/µm) values in the Bragg-peak region of the argon ion beam.

The previously described formulations of PVA-GTA gels were the basis for the devel-
opment of reusable Fricke gels aimed at reducing the time, effort and cost of manufacturing
the dosimeters whenever they are required. Reusable gels are also appealing because they
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would permit the calibration of each individual dosimeter, rather than calibrating samples
drawn from a batch of single-use gels.

A notable development in this respect is PVA-GTA gels added with a tri-iodide
complex and glucono-δ-lactone acid [54]. The unirradiated gel samples are clear and trans-
parent, while irradiated samples turn to a brownish hue with a peak absorbance response
at 490 nm. The sensitivity of these gels is about 1/3 that of the previously described
Mowiol-based compositions, i.e., s = 0.025± 0.001 Gy−1 and MDD = 0.545± 0.001 Gy.
However, these gels can be annealed to almost complete transparency by thermal treatment
at 45 ◦C for 24 h. These gels clearly require further investigations in order to explain, among
other issues, the signal development kinetics. It is in fact observed that the absorbance
decreases within one day post-irradiation and then gradually increases afterwards. The
initial decrease is attributed to a reduction of poly-iodide ions to monoiodide ions mediated
by GTA or fructose. Conversely, the ensuing increase in absorbance is attributed to either
the oxidation of the iodide ion or reactions with light. Despite these open questions, the
reversible formulations hold great promise and further studies are certainly warranted.

3. Polyacrylamide Gels

Polyacrylamide gels exploit the radiation-induced polymerization of monomers and
crosslinkers dispersed in aqueous solutions. The first application of polymer systems in
radiation measurements was performed in the 1950s when polymethylmethacrylate was
exposed to ionizing radiations. First uses of nuclear magnetic resonance for detecting
ionizing radiation exposure date back to 1992 when it was observed that the transverse
relaxation times of an aqueous solution of N,N-methylene-bis-acrylamide (Bis) and agarose
decrease with increasing absorbed dose. Successively, a different system composed of Bis,
acrylamide (AAm), nitrous oxide and agarose was proposed as a gel dosimeter named
BANANA. This system does not suffer from diffusion problems (as observed in Fricke gel
dosimeters) and maintains the information on spatial dose distribution. An evolution of
this BANANA gel dosimeter was realized by replacing agarose with gelatin and this gel
was commercially named BANG. The noncommercial version of this polymer gel is called
PAG [55].

Among the main issues influencing the accuracy of polyacrylamide gels are oxygen
inhibition effects and MRI imaging artifacts [56]. Indeed, the response and sensitivity of
polyacrylamide gel dosimeters is heavily affected by oxygen levels which can inhibit the
polymerization processes. This is the reason why these polymeric gels must be prepared in
an oxygen-free environment, for example, in a glove box flushed with inert gas such as
nitrogen or argon [56].

A further step forward in the polyacrylamide gels production was achieved with the
so-called normoxic gels (the first type was named MAGIC gel) in which a metallo-organic
complex is used to bind the atmospheric oxygen [14]. This choice eliminates the issue of
oxygen inhibition and allows for the preparation of gels on the benchtop in the laboratory.
The MAGIC gel contains ascorbic acid (also known as vitamin C) which is able to bind
free oxygen contained within the aqueous gelatin matrix giving rise to metallo-organic
complexes also thanks to copper sulfate. Various other antioxidants were used to produce
normoxic gels [55]. In the following sections, radiation chemistry, preparation procedure
as well as dosimetric features of these formulations are examined.

3.1. Radiation Chemistry

Since gel dosimeters are mainly composed of water (usually about 90% by weight), an
important contribution to the effects on the solutes derives from the indirect action of some
radiation-induced species produced in water. Indeed, irradiation causes radiolysis, the
breaking of water molecules, yielding highly-reactive radicals and ions [57]. Production of
radiolytic species (such as excited water molecules (H2O∗), ionized water molecules (H2O+)
and subexcitation electrons, e−) occur on a timescale of femtoseconds and these products
as well as their spatial distribution depend on the type of irradiation and the energy of the
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primary particles. The clusters of radicals observed after irradiation with X-rays, gamma
rays and electrons have an average radius of 1 nm ( for these radiations, the energy released
in each cluster ranges between 6 and 100 eV) and are termed “spurs”. Afterwards, the
de-excitation of water molecules produces dissociation into H• and OH• radicals and
possible production of hydrogen (H2) gas. These early-stage radiolytic products appear
within 1 nm from the path of the incident ionizing particle. The successive stage, called
chemical stage, is characterized by interactions among the various radiolytic products and
their Brownian diffusion in the solution.

The average distance between free radicals increases with time. However, after 10−11 s
reactive products achieve a local thermal equilibrium and recombination processes occur.
In this time interval, the root mean square displacement of the particles is about 0.28 nm
(based on an average diffusion coefficient of 4× 109 m2 s−1 for the reactive particles) which
is about one order of magnitude smaller than the intermolecular distance of monomers in
a polyacrylamide gel dosimeter [55,58]. After 10−8 s, the prevalent species are hydrated
electrons (e−aq), hydroxyl radicals (OH•) and hydrogen radicals (H•). Assuming that
the diffusion coefficient for the radiolytic species in water is similar to that in the gel
matrix [55,58], the displacement from the point of creation after 10−8 s is about 9 nm and
consequently radicals react with the monomers.

Therefore, the dissociation into reactive species induced by irradiation (characterized
by a dissociation rate, kD, proportional to the absorbed dose) can be written as:

H2O
kD−→ 2R• (9)

where R• are the primary radicals e−aq , OH• and H•.
The primary radicals R• are produced with a rate described by the following equation:

RD(R•) = (Ge- + GOH• + GH•)
dD
dt

mw (10)

where G is the chemical yield (number of particles per 100 eV of absorbed energy) of
primary radicals (e−aq , OH• and H•), dD

dt is the dose rate and mw is the mass of the irradi-
ated water.

The radical species induce the polymerization of monomers by reacting with the
monomer. The first step can be written as follows:

R• + M
kI−→ M•1 (11)

characterized by a initiation reaction rate constant kI . The primary radicals can also give
rise to the polymerization of polymers containing a double bond by binding with an
electron of the double bond:

R• + Mn
kI(n)−−−→ RM•n (12)

Polymers continue growing because the successive interactions of polymeric radicals
add monomers or pendant vinyl groups (resulting from the crosslinker) that are present on
other polymer chains.

The polymerization process terminates when two radicals react bringing about combi-
nation or disproportionation according to this reaction

R• + M•n
kTc(o,m)−−−−→ Mm (13)

If one vinyl group of the crosslinker molecules (such as Bis) is involved in polymeriza-
tion reaction, the other one (which now is a pendant vinyl group along the polymer chain)
becomes available for successive propagation reactions forming crosslinks. Sometimes, the
second vinyl group can undergo a cyclization reaction after the polymerization of the first
vinyl group and this reduces the number of pendant vinyl groups available for crosslinking.
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The polymerization processes are heavily affected by the presence of oxygen in the
gel. Indeed, in this case peroxide radicals are created:

R• + O2
k01−→ ROO• (14)

M•n + O2
k02−→ MnOO• (15)

and these will quickly react with other radicals rapidly bringing about the end of the
polymerization process.

The presence of oxygen produces an inhibition in the MR dose response in the low
dose region of polyacrylamide gel dosimeters. Various methods were adopted to eliminate
oxygen such as preparation of gel solution in a inert gas (such as nitrogen or argon gas)
atmosphere [13] or by using antioxidants[14]. More details about radiation chemistry in
polyacrylamide gels can be found in literature [55,58–61].

3.2. Preparation

Polyacrylamide gel dosimeters are produced by dispersing monomers in a hydrogel
matrix. Two aqueous solution aliquots of equal volume are prepared: one for dissolving
gelatin and the other for the monomers. The crosslinker (such as Bis) is added to the
monomer portion after heating it to 45 ◦C to favor crosslinker dissolution. The gelatin
portion is also heated to 45 ◦C. For anoxic polyacrylamide gels, an inert gas such as nitrogen
or argon is used to remove oxygen from both solutions and the residual oxygen level is
checked to be below a target threshold (0.01 mg L−1). Afterwards, both solutions are cooled
down to 32 ◦C and then mixed and poured into the phantom recipients inside a glove
box. The latter is purged with nitrogen to avoid entrance of fresh oxygen inside the gel
phantoms during filling. In the case of normoxic polyacrylamide gels, an antioxidant is
added to the mixture while stirring and cooling down to 32 ◦C. In order to control the
cooling process, the phantoms are immersed in a large container of water kept at 32 ◦C.
Clearly, the phantom material should avoid oxygen infiltration and therefore it is usually
glass or Barex (a thermoforming plastic with low oxygen permeability) [58].

3.3. Characterization and Performance

The main application field of polyacrylamide gels is clinical radiation therapy, which
requires reliable dosimetry, adequate precision, high-resolution maps of 3D dose distribution,
and verification of the computer-generated treatment plans for tumor irradiations [62,63].
While this review focuses on literature from the past decade, earlier studies are thoroughly
examined by Baldock et al. [55].

The polymerization process induced by ionizing radiation involves a reduction of the
T2 relaxation time (and a related increase of the relaxation rate R2 = 1/T2) detailed in the
following section “Magnetic Resonance Imaging”. This produces a hypointense signal in
the regions exposed to radiation as can be seen in Figure 6.

Figure 6. Examples of T2-weighted images of the irradiated NIPAM gel phantom: (A) Axial,
(B) sagittal and (C) coronal images. The calibration tubes filled with NIPAM gel exposed to given
doses (reported in Figure A) are located around the centran phantom. Reproduced from [64].
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Changes of optical and luminescence properties can also be observed in irradiated
polymer-gels. Figure 7 shows how the fluorescence induced by UV light in maleimido-
pyrene in tertiary-butyl acrylate gels changes with dose in γ-irradiated gels.

Figure 7. Examples of color fluorescence in UV light of maleimido-pyrene in tertiary-butyl acrylate,
as a function of γ-photon dose. Adapted from [65].

In order to quantify the response accuracy, the “gamma index” defined by Low et al. [66]
is often used. The latter includes both spatial and dosimetric features of the detector and
compares its response to the spatial dose distribution produced by a treatment planning
system. Quantitative assessments based on dosimetric gels may be affected by factors that
induce deviations between prescribed dose and measured dose (such as chemical stability,
spatial stability, energy-dependent response, dose rate-dependent response, temperature
dependency, etc.) and by factors leading to spatial deviations (such as phantom positioning
error, volumetric contraction of the gel dosimeter and imaging artifacts).

For the characterization of the response to ionizing radiations, two quantities are usu-
ally adopted: the dose resolution and the sensitivity. The dose resolution is the minimum
separation of two dose levels detectable with a certain level of confidence, p, and repre-
sents the ability to distinguish two similar but distinct dose values. Different values have
been reported for different gels types and different readout techniques [67–70]. Among
the best values, are detectable differences of 0.2–0.3 Gy over a 0–30 Gy dose range ob-
tained for a 2-propanol-based gel dosimeter formulation (N-isopropylacrylamide, NIPAM,
monomer) [68] and 0.085 and 0.190 Gy, for 30 Gy and 45 Gy, respectively, for a polymer gel
dosimeter with cross-linked poly-vinyl alcohol [71].

The sensitivity of polyacrylamide gels is defined as the slope of the linear region of
the dose response curve [55]. This feature also depends on the type of gel and on the
experimental technique used to measure the dose. In the case of MRI acquisitions, the
sensitivity is the slope of the R2 dose response curve and is reported as Gy−1 s−1 and was
found to be in a range between 0.03 and 8.93 Gy−1 s−1 [55,62,72–79]. Recently, addition of
high atomic elements (such as bismuth, gadolinium, silver or gold nanoparticles, etc.) has
been investigated for increasing photon sensitivity [80–92].

An example of the response curve obtained through MRI of a polyacrylamide gel
(Dithiothreitol and Methacrylic Acid, MAGADIT) exposed to linear accelerator (LINAC)
photons is shown in Figure 8 [93]. The effect of the Dithiothreitol oxygen scavenger was also
investigated: the sensitivity reduction seen in Figure 8 with increasing dithio concentration
can be attributed to interactions of this oxygen scavengers with radicals (with following
reduction of the number of polymerization initiating radicals).
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Figure 8. Dosimetric response of methacrylic acid gels produced with different concentrations of
dithiothreitol oxygen scavenger (DIT1: 2 mmol/kg, DIT2: 10 mmol/kg, and DIT3: 50 mmol/kg).
Reproduced from [93].

Since different regions of the gels are exposed to different doses and dose rates, the
response of polyacrylamide gels for 3D dose determinations should be independent of
dose rate. A dependence on the dose rate would lead to inaccurate dose maps. Some gels
such as BANG-2, NIPAM, PAGAT (PolyAcrylamide Gelatin gel fabricated at ATmospheric
conditions) and PASSAG (Poly 2-Acrylamido-2-MethylPropane Sulfonic acid-Sodium
Salt and Gelatin) gels show response independent of dose rate, whereas some others
such as MAGAT (which comprises methacrylic acid, hydroquinone, gelatin and tetrakis
hydroxymethyl phosponium chloride, THPC) have a dose rate dependent response and
should be used only for doses below 2 Gy [55,76,94–97] or for dose rates above 4 Gy/min
as MAGADIT [93]. An example of the dependence of MR sensitivity on dose rate is shown
in Figure 9.

Figure 9. Dependence of the sensitivity of Dithiothreitol and Methacrylic Acid (MAGADIT) on the
dose rate. Reproduced from [93].

For many polyacrylamide gels, the response to photons and electron is independent
of the energy of the beams [55,98–100]. Other polymer gels do show a dependence on
beam energy, among these are the nMAG (normoxic gels based on methacrylic acid) and
MAGIC-A (MAGIC and agarose) formulations [55]. Other factors to be evaluated are the
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intrabatch and the interbatch reproducibilities. These were found to be of the order of few
percents (in many cases well below 5%) [55,101,102].

The use of polyacrylamide gel dosimeters in routine clinical applications is not
widespread because of the toxicity of the required monomers [94]. Monomers such as
acrylamide and Bis are toxic (acrylamide is a serious neurotoxin and a suspected hu-
man teratogen and carcinogen) and therefore gels containing them should be prepared,
used and handled with great care. Major efforts are devoted to searching alternative
monomers with lower toxicity [100,103,104]. In particular, the toxic acrylamide inside
the polyacrylamide gel dosimeter has been replaced with less harmful monomer i.e., 2-
Acrylamido-2-MethylPropane Sulfonic acid (AMPS). AMPS sodium salt [100] and AMPS
potassium salt [103] were used for producing these lower toxicity gels.

Various studies have analyzed the MRI response of polymer gels for possible appli-
cation in radiotherapy dose mapping ([58,63] and references therein). In particular, poly-
mer gels have been investigated for dosimetry in conformal therapy, IMRT, IMAT, IGRT,
VMAT and tomotherapy [55,70,83,88,102,105–135], small photon fields [136–138], stereotac-
tic radiosurgery [55,139–142], 60-cobalt source [143,144], brachytherapy [55,85,92,145–149],
cyberknife [150], gamma-knife [151], low-energy X-rays [152,153], high-LET and proton
therapy [55,154,155], boron capture neutron therapy [55,156–159], for interface dosimetry in
the presence of tissue inhomogeneities [55,160,161], for X-ray tubes [162] and for diagnostic
nuclear medicine [163]. Recently, polyacrilamide gels were proposed for dosimetry and
end-to-end test for MRI-linac apparatus [164–169]. Furthermore, a polymer hydrogel foam
has been proposed as a potential three-dimensional experimental dosimeter for radiation
treatment verification in low-density tissue such as the lung [143,170–174].

An example of application of a polymer gel (in particular, a radio-fluorescence gel of
maleimido-pyrene in tertiary-butyl acrylate) for application in high dose rate brachitherapy
with a seed of iridium-192 is shown in Figure 10.

Figure 10. 3D dosimetry of a high dose-rate seed of iridium-192 with a radio-fluorescence gel of
maleimido-pyrene in tertiary-butyl acrylate. Left: Photograph under visible-light prior to seed inser-
tion in the catheter. Middle: Photograph under UV light prior to seed insertion. Right: Photograph
under UV light 3 minutes after seed insertion. Reproduced from [65].

4. Readout Techniques

Research efforts in the field of gel dosimetry also include the development and opti-
mization of quantitative scanning techniques. The most promising scanning techniques
are magnetic resonance imaging and optical computerized tomography. For different
scanning techniques, different optimal gel dosimeters can be found. Optimal gel systems
for magnetic resonance imaging display a significant change in NMR relaxation time or
magnetization transfer. Optical-CT techniques are an interesting alternative to the more
expensive and less accessible NMR readout technique.
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4.1. Magnetic Resonance Imaging

The first technique for dose mapping using gel dosimeters was magnetic resonance
imaging (MRI) [9]. MRI is still the prevalent imaging modality since it can acquire with
high spatial resolution the 3D distributions of the relaxation times of hydrogen nuclear
spins. Changes in relaxation times of the nuclear spins are caused by radiation exposure
and they provide a powerful tool for mapping 3D dose distributions. In the early Fricke
gel systems, NMR relaxation times are affected by the change of ferrous (Fe2+) and ferric
(Fe3+) ions concentrations, which are modified by the irradiation. Both these iron ions are
paramagnetic species and their interactions with hydrogen nuclei significantly affect the
proton relaxation times of water molecules in the vicinity of the ions. Proton relaxation
times are influenced by fluctuations of the local magnetic field on the 1H nuclei due to
the molecular motions inside the liquid [175]. These fluctuations involve spin interaction
changes related to: (1) the exchange of the temporarily coordinated molecules (belonging
to the so-called hydration sphere or inner coordination sphere) with the bulk water; (2) the
Brownian motion of the entire ion-hydration sphere complex and (3) the relaxation of the
electron spins (see [58] for more details). The influence of Fe2+ ions on the relaxation rates
of neighboring water protons is different from that of Fe3+ ions because these iron ions
possess different paramagnetic characteristics [58]. Irradiation induces the oxidation of Fe2+

ions into Fe3+ ions and consequently the observed NMR relaxation rates of irradiated Fricke
gels is dependent on absorbed dose. Assuming a fast exchange model for describing NMR
relaxation of hydrogen nuclei in which water is considered to exist in three environments
(bulk, and hydrating both ferrous and ferric ions), the dependence of relaxation rates on
dose can be written as follows [58]:

Rk = Rk,0 + k[Fe2+]0RFe2+
k,is + k

(
∂M
∂D

)(
RFe3+

k,is − RFe2+
k,is

)
D (16)

where the subscript k is 1 for the longitudinal spin-lattice relaxation rate and 2 for the trans-
verse spin-spin relaxation rate, respectively, RFe2+

k,is and RFe3+
k,is are the inner coordination

sphere relaxation rates for ferrous and ferric ions respectively, k is a proportionality constant
related to the molar concentration of water molecules in the solution and is the molar radi-

ation yield (and this is equal to 1.62 µM Gy−1). The term rD
k = k

(
∂M
∂D

)(
RFe3+

k,is − RFe2+
k,is

)
represents the relaxation dose sensitivity (given in s−1 Gy−1) and is dependent also on the
magnetic field strength.

Fricke gels show a wide dose range (up to about one hundred Gy) over which the
measured radiation response of the MRI signal is linear. At higher doses, the linear response
changes into a saturation trend due to the depletion of the finite amount of ferrous ions
introduced in the formulation.

For magnetic fields of about 0.5 T, a good agreement is found between calculated
and measured values of the longitudinal relaxation dose sensitivity (calculated value
rD

1 = 0.013 s−1 Gy−1 and measured value rD
1 = 0.0113 s−1 Gy−1) and the transverse re-

laxation dose sensitivity (calculated value rD
2 = 0.0178 s−1 Gy−1 and measured value

rD
2 = 0.0121 s−1 Gy−1). Sensitivity is dependent on the pH of the Fricke solution also be-

cause pH affects the chemical yield of the water radiolytic products and the radiochemical
yield of ferrous to ferric ion conversion. The radiochemical yield can be increased by the
addition of aliphatic alcohols and benzoic acid [58,176].

Fricke solutions require high doses for the radiation-induced changes to be readily
observed; however, these doses can be delivered in a short time with modern LINACs. A
more severe limitation is the diffusion of the radiation induced signal. In modern clinical
radiations treatments, highly nonuniform, conformal dose distributions are delivered
matching the often complex shape of the tumor targets. The assessment of spatial dose is of
the utmost importance for the success of the therapy. However, very sharp dose gradients
produce equally sharp gradients of the Fe3+ concentrations. These cause a significant
diffusion of the ferrous and ferric ions, despite the hindrance created by the gel matrix and
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possibly the chelating agents added to stabilize the ion distributions. The 3D dose map
is therefore blurred over time ([45,55,177–181] and references therein). This is why Fricke
gels should be read soon after an irradiation using the fastest available imaging protocols.
The ion diffusion has been very extensively studied and characterized; it was found that
the diffusion coefficients of Fricke gels depend on the type of gel, the gel concentration, the
temperature and other properties of the dosimeter. This is one of the main drawbacks for
extensive use of Fricke gels which has pushed interest for the development and increased
clinical use of polymer gels [55,182].

Polyacrylamide dosimeters may also be scanned with MRI techniques and various
contrast parameters may be used to map the spatial distributions of radiation-induced
polymerization [55,58,182,183]. Changes induced on the spin-lattice relaxation rates R1 as
a consequence of irradiation are relatively small, while the variations of the spin-spin R2
provide a stronger dose dependent signal with a wider dynamic range. In order to describe
the dependence of the relaxation rate R1 and R2 on absorbed dose, it is useful to introduce
a model which considers different proton pools [58]: (1) a mobile proton pool composed of
free and quasi-free protons, (2) the (poly) proton pool of a growing polymer network and
(3) the (gela) proton pool of the gelatin matrix. For polyacrylamide gel dosimeters, a rapid
exchange limit is assumed [175] in which the lifetimes of the various pools are short with
respect to the relaxation times but still long compared to the correlation times, and it is
verified. Within the rapid exchange limit, the measured relaxation curve can be considered
to be monoexponential with a relaxation rate that is the weighted average of the relaxation
rates of the different proton pools in the entire sample [58]:

R2 = fmobR2,mob + fpolyR2,poly + fgelaR2,gela (17)

with fmob, fpoly and fgela the relative fractions of protons in the mobile, polymer and gelatin
pool, respectively. During irradiation, the amount of mobile hydrogen and polymer ag-
gregates changes because of polymerization processes. In particular, as dose increases the
concentration of mobile hydrogens (present in water molecules and in relatively small
monomers) decreases and the polymerization yields large growing polymers in which
bound hydrogens present large relaxation rates. This results in a relaxation time T2 reduc-
tion with increasing absorbed radiation dose. Conversely, the gelatin pool is supposed
to be unaffected by the irradiation process [58]. The acquisition of R2 maps minimizes
the effects of inhomogeneities of the radio-frequency field (B1 field) and of the external
magnetic field (B0 field) more effectively than with T2-weighted images. The simplest way
to achieve quantitative R2 maps is to acquire different images with spin-echo sequences
changing the TE. Based on the exponential behavior of spin echo intensity with TE, the R2
value in each pixel can be acquired from two differently T2-weighted images according to
the following equation,

R2(i, j) =
1

TE2 − TE1
ln
[

S1(i, j)
S2(i, j)

]
(18)

where TE1 and TE2 are the two echo times and S1(i, j) and S2(i, j) are the respective signals
for a given pixel. A more accurate determination may be obtained with a multiple spin echo
sequence and a suitable fitting procedure [184]. Mapping of the magnetization transfer
(MT) has also been investigated [185] and was recently advanced for scanning low-density
gel dosimeters [58]. Furthermore, investigations on polyacrilamide gels for dosimetric pur-
poses were performed with high field magnetic resonance microimaging [186]. Recently, a
new MRI approach, based on detecting nuclear Overhauser enhancement (NOE) mediated
saturation transfer effects, was adopted on MAGIC gels for 3D-dose reconstruction [187].

4.2. Optical Computed Tomography

Shortly after the introduction of dosimetric gels, 3D scanning with optical CT was
advanced as a possible alternative to the more expensive MRI procedures [9,182]. The field
is still very active, especially for application to polymer gels, and a variety of systems have
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been developed and described: first-generation laser beam scanners, faster fan beam laser
scanners and parallel or cone beam scanners with area detectors [188]. Laser beam scanners
offer good scattered-light rejection, but their operation is time consuming because of the
extensive motion of pencil beam required for a complete scan. Conversely, area detector
scanners are much faster as all projections are acquired simultaneously for each angle of
rotation of the dosimeter sample. However, in area detection, stray light can cause artifacts,
especially with polymer gels that primarily scatter light contrary to radiochromic Fricke
gels that primarily absorb light. Some laser scanners incorporate stray light rejection of the
scanning laser beam and replace laser translation with faster options, such as a rotating
mirror that fans the beam through the sample [189,190].

A common element of various optical CT scanner designs is a tank in which the gel
sample is placed and which contains a fluid whose refractive index matches that of the
gels. The fluid helps keeping the desired beam paths through the sample by minimizing
the effects of refraction and reflection on the sample container and gel interfaces. A variant
is the design by Maryanski and Ranade [189] where a rotating mirror laser beam scanner
uses the cylindrical walls of the gel container to generate parallel beam paths through a
central part of the gel, without the use of a tank with matching refractive index fluid. This
design has been used for the measurement of dose distributions from centrally located
brachytherapy sources [191,192] and for a small central 60Co field [193]. However, this
scanner is not ideal for external beam dosimetry as the projection data are limited to
the middle third of the gel sample and this can lead to inaccurate reconstruction when
significant optical attenuation occurs in the missing data regions. A more recent design
utilizes a a plastic cylindrical container that provides parallel beam geometry through the
gel sample for the majority of the projections and no longer requires immersion in a tank
with matching refractive index fluid [194]. New algorithms were developed for 3D dose
reconstruction with these scanners [195].

4.3. X-ray Computed Tomography

One of the factors hindering a widespread implementation and routine use of the
MRI gel dosimetry technique is the limited access to MRI scanners in clinical radiation
therapy settings. Even optical tomography systems are arguably specialized equipment
that is not commonly available for clinical use. This motivated investigations on the use
of X-ray computed tomography (CT) for performing polyacrylamide gel dosimetry. The
basis for this approach is the local variation of density accompanying the radiation induced
polymerization of irradiated gels. This change in density produces a low-level contrast in
CT images, which can be used for practical imaging purposes. Indeed, reports of X-ray
computed tomography of irradiated PAGs are present in the literature [182,196]. The dose
resolution is only ∼0.5 Gy for an image thickness of 10 mm; nevertheless, CT scans were
shown to provide accurate localization of high dose gradients such as those observed in
stereotactic radiosurgery. A full development of this approach may lead to a relatively
inexpensive and accessible way to analyze polyacrylamide dosimeters benefiting from the
availability and speed of CT scanners in clinical settings [151,197–201].

4.4. Ultrasound Imaging

Ultrasonic (US) imaging was also considered for the determination of spatial dose
distribution for polyacrylamide gels. This is because US imaging is of easy access, relatively
rapid acquisition and low cost. The use of ultrasound imaging is possible because the poly-
merization induced by ionizing radiations causes variations of ultrasonic properties such as
the acoustic speed of propagation, ultrasonic absorption and ultrasonic attenuation change
([202] and references therein). In particular, radiation exposure induces variations in both
the elastic modulus and mass density, thus modifying ultrasound speed, as observed for
PAG and MAGIC gel dosimeters [203]. Various investigations with ultrasound techniques
were carried out also on PAGAT gel dosimeters [204], on a gel composed of a monomer
named 2-Hydroxyl-Ethyl-Meta-Acrylate (HEMA) in the presence of gelatine as a gelling
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agent [205] and a MAGIC gel modified by adding formaldehyde (MAGIC-f) [206] and
on a MAGIC polymer gel proprietary combination with ultrasonic soft tissue-mimicking
gel [207]. Detailed studies were performed to investigate the phenomena on the basis
of ultrasound features correlated with radiation-induced polymerization [202,208,209].
More recently, ultrasonic shear wave elasticity imaging (SWEI), which is a nondestructive
and quantitative elasticity imaging tool, was successfully used for mapping the 3D dose
distribution with a NIPAM gel [210].

Efforts have also been reported towards the development of a tomographic ultrasound
system comprising a table able to translate and rotate around a suspended gel phantom, an
ultrasound transducer which produces US acoustic waves and a needle hydrophone that
detects transmitted or reflected US waves [202]. Images can be obtained by analyzing time
difference (for time-of-flight, TOF, acquisitions) and amplitude difference (for transmission
acquisitions) of the transmitted and received waves. TOF images show better image quality,
whereas transmission images offer better contrast between unirradiated and irradiated
regions of the gels [202].

5. Conclusions

Gel dosimetry has raised considerable interest for nearly two decades as it offers a
promise of high resolution, tissue equivalent 3D dosimetry. Research and development
are ongoing, and gel compositions are constantly improving. Extensive studies have
been conducted on the chemistry of dosimetric gels and different formulations have been
proposed and tried.

However, neither ferrous-sulphate-infused gels nor polyacrylamide gels have come
into common clinical use. Concerns are still substantial on the spatial dose mapping accu-
racy of Fricke gels, mainly due to diffusion and spontaneous oxidation effects. Regarding
polyacrylamide gels, these are difficult to prepare in a hospital setting as they contain toxic
ingredients and often require anoxic preparation.

A deeper understanding of the physical and chemical interactions within the gels
helps to optimize the compositions and formulate materials that provide improved stability,
spatial integrity, temperature insensitivity, dose rate and energy independence and tissue
equivalence. The recent introduction of new Fricke gel formulations based on synthetic
chemicals and of less toxic ingredients for polyacrylamide gel dosimeters are motivating
the continuing development of this technology.

The need for expensive MRI readout has also limited the use of gel dosimeters. The
development of optical imaging techniques, such as those described in this review, have
made their use in the clinical setting closer. The ultimate goal is achieving a level of
spatial and dose accuracy and precision allowing the verification of clinical radiation
treatment plans.

At present, no other 3D dosimeter exists that can serve as a “gold standard” and even
a reference for both the spatial and dose accuracy is difficult to define. Thus, gel dosimetry
investigators have defined their target as a system able to deliver the 3D analysis of a
treatment plan within 1 h, with 1 mm isotropic spatial resolution, an accuracy within 3% of
the true value and 1% precision.

Overall, the challenge is formidable, but it is exactly the lack of viable solutions for
the verification of the ever-more-complex radiotherapy delivery modalities that provides
the strongest motivation for the ongoing research efforts in 3D gel dosimetry.
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