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A B S T R A C T

Radiations in medicine cover a wide range of applications, predominantly in diagnostic imaging and radio-
therapy, encompassing photons (x- and γ-rays) and particle radiation, as well as with the use of liquid sources in
nuclear medicine focusing on physiological functional imaging, tumour detection or targeted radiotherapy. The
biological interactions of ionizing radiation leads naturally to questions of benefits and risk following dose
exposures. The inherent properties of ionizing radiation in sterilising dividing cells can offer immense benefits
with respect to tumour control, but radiation can also deliver potential harm in the form of normal tissue toxicity
or carcinogenesis. The advances in radiation technology, offering accurate and reliable dose delivery, in concert
with greater understanding of the underpinning radiobiological effects are creating an ever-growing ability to
extract maximum benefit and minimise risk. The radiobiological effects fall broadly under the headings of
mutagenesis, chromosomal aberrations, radiation induced genomic instability and cell death. The enormity of
evidence derived from these underlie the mechanism of the six Rs of controlled radiotherapy: repair, re-
population, reoxygenation, redistribution, radiosensitivity and most recently, remote bystander cellular effects
(including low dose hyper-radiosensitivity, adaptive response, hormesis, abscopal effect and immune response).
Herein, we seek to discuss how such understanding leads to optimised radiotherapy.

1. Introduction

In the broadest of terms, medical radiations are accessed for diag-
nosis and radiotherapy, with the use of photons (x- and γ-rays) and
particle radiation (proton and carbon) well-embedded in routine med-
ical centre practices. Ionizing radiation interactions within the human
body arise from external sources, also from radioactive isotopes in-
troduced internally, offering great benefits in specific medical circum-
stances, but with the capacity to cause harm if used inappropriately or
incorrectly. Understanding of the science-base is essential for optimi-
sation purposes.

Ionizing radiation deposits energy in highly structured tracks of
ionization and excitation events, with the general structure of these
tracks varying for the different types of radiation, resulting in differ-
ences in biologically effectiveness for a given dose (Hill, 2019). Linear
energy transfer (LET) is often used to describe the average rate of en-
ergy loss along the track of an ionizing particle. Accordingly, different
forms of radiation can be classified as either sparsely ionizing low LET

radiations (such as photons and electrons) or more densely ionizing
high LET (such as alpha-particles and carbon ions), although there is
inevitably a spectrum of LET values.

Radiotherapy relies on molecular damage produced by ionizing
radiation, which can occur either through direct interaction or in-
directly as a result of interaction with the surrounding water (Hall and
Giaccia, 2012). Directly ionizing radiation has sufficient kinetic energy
to disrupt particular atomic structures within DNA in the tissue through
which they pass, producing chemical and biological changes. Ionizing
radiation has the ability to remove tightly bound electrons from their
atomic orbits, causing the atom to become charged, more commonly
termed ionized. This ionized atom can then react with neighbouring
atoms and ions forming new chemical bonds. In tissue, the energy re-
leased by an ionizing event is typically of the order of 34 eV in creating
an ion pair, sufficient to break strong chemical bonds, such as the C]C
bond with an associated energy of 4.9 eV (Hall and Giaccia, 2012). The
charged atom will further interact with several atoms or molecules.
Ionization events in the surrounding of water can result in the release of
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highly reactive free radicals, most notably hydroxyl radicals which are
able to diffuse and react with DNA.

Radiotherapy and radiosurgery are important in the medical man-
agement of a large range of conditions that manifest in dysfunction
resulting from changes in tissue and tissue response (structure, orga-
nisation, cellular division etc.), cancer in particular. The basis of ra-
diation therapy is to deposit sufficient energy via atomic ionizations to
eliminate the tumour cells, while sparing as much as possible the
normal tissues or organs that surround a tumour. Ideally, the greater
the absorbed energy (or radiation dose) to the tumour tissue, the
greater the probability of lethality to the tumour. Hence, the technical
ability to localise and maximise energy deposition within a well-defined
volume (the tumour and its normal tissue margin) is of paramount
importance in the delivery of radiotherapy. The efficacy of radiation
therapy is further improved by recent technological and biological
advancements and developments. The advances in technology include
improved physical delivery of beams and imaging, with better-quality
dose distribution, for instance from use of intensity modulated and
image guided radiotherapy (IMRT and IGRT), stereotactic radiosurgery,
stereotactic body radiotherapy (SRBT) and many others - resulting in
maximised dose to the tumour and minimised dose to surrounding
normal tissues. These advances in radiotherapy planning and delivery,
with accurate targeting of radiation to the tumour have facilitated
greater conformity, reduced planning margins and the delivery of an
increased dose to the tumour, potentially resulting in improved patient
outcomes.

These advances taking place in radiation technology, not least ac-
curate dose delivery via precise measures of control, in concert with
greater understanding of the underpinning radiobiological effects are
creating an ever-growing ability to extract maximum benefit while
minimising the risk of harm.

The radiobiological effects of ionizing radiations fall broadly under
the headings of cell death, mutagenesis, chromosomal aberrations, ra-
diation induced genomic instability. The enormity of evidence derived
from these underlie the so-called six Rs of controlled radiotherapy:
repair, repopulation, reoxygenation, redistribution, radiosensitivity and
most recently, remote bystander cellular effects (including low dose
hypersensitivity, adaptive response, hormesis, abscopal effects and
immune response). How such understanding can lead to optimised
radiotherapy is described below.

2. Radiobiology

2.1. Effects of radiation in cells – Damage, repair and cell death

The impact of radiation on living human cells/tissues varies with
the radiation modality and the differing types and properties of tissues.
Moreover, ionizing radiation generates chemical, biological, biochem-
ical and physiological changes, succinctly described by JB Little (1968)
as shown in Fig. 1 (Little, 1968). Chemically, each deposition of 34 eV is
sufficient to produce an ion pair and this can trigger a cascade of me-
chanisms that can contribute to cell death with increasing dose. Bio-
logically, ionizing radiation induces several basic types of response
from the cells such as oxidative stress, activating and inactivating of
different signalling pathways, and damage to deoxyribonucleic acid
(DNA); the latter include base loss, base modification, dimer, single-
and double-strand breaks (Hill, 2019). Double strands break (DSB) are
considered the most lethal form of DNA damage. A percentage of these
DSBs will have additional strand-breaks and/or based damage within a
few base pairs, and are referred to as complex DSBs, which are much
more difficult to repair than simple DSB. While typically these DSBs will
be quickly repaired by the cell, miss-repair can result in mutations, and
alternatively broken ends may undergo illegitimate re-joining with
other nearby DSB resulting in chromosomal aberrations, which may or
may not be lethal. If the cell survives, there is a risk of future cancer
development. Besides the DSBs, radiation does directly damage the

atomic structures of proteins and lipids (Pouget et al., 2018) and in-
terferes with membrane function, although these may be temporary
changes since a viable cell is capable of replacing damaged macro-
molecules. Such radiation effects do activate a series of downstream
signalling effects that may even persist for an extended period of time
following irradiation; this can result in a variety of responses including
cell death. Cell death can be triggered by apoptosis, necrosis, mitotic
catastrophe, autophagy and all these events could occur concurrently
and are dependent on the cell type. Cells that undergo apoptosis are
typically significantly more radiosensitive then cells which pre-
dominantly die as a result of mitotic catastrophe (Hall and Giaccia,
2012). Tumour cell death is beneficial but cellular and vascular tissue
damage in the surrounding normal tissue or organs can be detrimental.

Mammalian cells also have the ability to repair radiation damage by
means of complex enzymatic systems. Both normal and tumour cells
have the ability to repair radiation induced damage. Due to gene mu-
tation, some tumour cells appear to repair faster than normal cells,
probably due to functional loss of repair systems which have longer
half-times of repair, and also may repair with reduced fidelity.

The three different type of induced radiation damage are: (i) lethal
damage which are irreversible and irreparable and that lead to cell
death (Hall and Kraljevic, 1976; Hall and Giaccia, 2012); (ii) sublethal
damage (Elkind and Sutton, 1959); and (iii) potentially lethal damage
(PLD) (Phillips and Tolmach, 1966). These three types of damage are
related to DNA single and DSBs which are the basic lesions responsible
for further chromosomal injury and radiation-induced cell inactivation.
In human cells, radiation induced DNA DSBs spontaneously trigger a
DNA damage response (DDR) process. The DDR process comprises of a
complex network of proteins that initiate and coordinate DNA damage
signalling and repair activities. DNA repair depends on several factors,
such as types of damage, cell cycle phase of cell (kinases and cell cycle
check points) and repair pathways. For single-strand break (SSB), the
three modes of excision repair are Base Excision Repair, Nucleotide
Excision Repair and Mismatch Repair. The two major pathways of re-
pair for DSBs are Homologous Recombination (HR) repair and Non-
Homologous End-Joining (NHEJ) repair. The HR repair requires an
undamaged DNA strand as a template to repair without error the da-
maged cells and occurs primarily in the S/G2 phase. Conversely, NHEJ
occurs mainly during G1 phase of the cell cycle, and does not require a
template and they are error prone in repair. Incorrect DNA repair can
result in genetic aberrations or tumour cell death. Tumour cells that
also have the capacity to repair damage induced by radiation are often
radio-resistant as they typically occupy a more hypoxic environment.

Radiation induced damage can be detected/measured using a range
of methodologies, for example an early cellular response to DSBs could
be detected with the formation of γH2AX of the damaged DSBs in the
nucleus (Redon et al., 2009; Mah et al., 2010; Hill, 2019) and can be
used to evaluate underlying repair mechanisms (not discussed herein)
and associated kinetics (Figueroa-González and Pérez-Plasencia, 2017).
Common methods used to measure chromosomes aberration and mu-
tation are the micronuclei assay; cytokinesis-block micronucleus; cy-
tokinesis-block micronucleus cytome (CBMN) Cyt assay and many
others (not discussed here). The micronuclei assay measures the chro-
mosomal loss or breakage by the expression of micronuclei (MN) after
cells have completed one nuclear division with the aid of cytochalasin B
that inhibits cytoplasmic division enabling the accumulations of all
dividing cells at the bi-nucleated stage. CBMN assay effectively measure
the genotoxic, cytostatic and cytotoxic effects of radiation on the cells
(Fenech, 2007). Moreover, it provides the proliferative index of the
treated cells and their radiosensitivity (Guo et al., 1999). The viability
status (apoptosis and necrosis) is shown in Fig. 2; the mitotic status
(mono-nucleated, bi-nucleated cells, giant nucleated cell and multi-
nucleated cells) in Fig. 3; and its chromosomal damage or instability
status (presence of MN, nucleoplasmic bridges (NPBs), nuclear buds
(NBs)), appropriate for radio-sensitivity measurements (Fenech et al.,
1999), is shown in Fig. 4.
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Briefly, MNs are induced chromosome aberration due to unrepaired
or misrepair DSBs by the NHEJ repair pathway (mentioned above).
NPBs are biomarkers of DNA misrepair and/or telomere end-fusion.
NPBs originate from dicentric chromosomes (induced by misrepair of a
chromosome break). Assessment of NPB is a form of measurement of

asymmetrical chromosome rearrangement (dicentric and ring chromo-
some) in cells after a single division (Thomas et al., 2003). NBs are
biomarkers of the elimination of over-amplified DNA and/or DNA re-
pair complexes. This cellular process is characterized by the production
of multiple copies of a particular gene or genes to amplify the

Fig. 1. Effects of radiation in cells (adapted from Little, 1968).

Fig. 2. Viability status: (A) two necrotic cells and (B) an apoptotic cell (x1000 magnification).
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phenotype and NBs are formed because of the capacity of the nucleus to
‘sense’ excess DNA that does not fit well within the nuclear matrix
(nuclear housekeeping) (Fenech and Crott, 2002).

2.2. Linear quadratic model for fractionated radiotherapy

The Linear Quadratic (LQ) model for cell kill is commonly used in
radiotherapy for quantitative predictions dose/fractionation de-
pendencies (Jones and Dale, 2018). There are two important para-
meters to cell kill in the LQ formalism, embodied in the equation:

E = αd + βd2 2.1

Where:

E (logarithmic cell kills) is the fraction of cells killed by an absorbed
dose d;

α is the linear component of cell kills related to DSBs caused by a
single hit of radiation;

β describes double hits (the quadratic) component of cell kills.

The α/β ratio is the dose, typically quoted in gray (Gy), when the
number of cells killed by a single hit is equal to the cells killed by the
quadratic components. The higher the α/β ratio, the greater the
number of cells killed. Early responding tissues (jejunum) have a high
α/β ratio and late responding tissues (spinal cord, brain) have a low α/
β ratio (see Table 1). The α/β ratios describe the effectiveness of the
dose, often used to quantify fractionation sensitivity of tissues.

3. Beneficial and detrimental effects (a two-edged sword)

Sparsely ionizing radiations are limited by the 5 ‘Rs’ of radiobiology
(Steel et al., 1989), more recently the 6 ‘Rs’, as previously mentioned.
The goal of radiation is to kill all tumour cells without triggering serious
damage to the normal surrounding tissues and organs at risk (OAR). To
achieve this goal, fractionated radiotherapy was implemented to spare
late-reacting normal tissues which have a higher repair capacity; the
use of single high dose treatment was considered inefficient for other
reasons (lack of elimination of hypoxic cells and exposure of cells
within resistant phases of the cell cycle) and could be detrimental not
only to the tumour but also to surrounding normal tissues if included in
the high dose treatment volume. Fractionation, in contrast, allows tu-
mour cells to redistribute into the mitotic phase which is radio-sensitive
and it reduces hypoxia by reoxygenation (Withers, 1975).

3.1. The 5 ‘Rs’

3.1.1. Repair
In mammalian cells, radiation induced DNA DSBs spontaneously

trigger a DDR process as described above and DNA repair depends on
several factors, such as types of damage, cell cycle phase of cell and
repair pathways. The S and G2 phases are significant for HR while,
NHEJ occurs primarily during G1 and early S phases of the cell cycle.
The repair phase of damaged DNA for both tumour cells and normal
cells if repaired incorrectly would contribute to chromosomal aberra-
tions/mutation or tumour cell death. Tumour and normal tissue cells

Fig. 3. Mitotic status: (A) mononuclear cells; (B) single binucleated cell; (C) multinucleated cell joined together; (D) one single giant nucleated cell (x1000 mag-
nification).

Fig. 4. Instability status: (A) nucleoplasmic bridge; (B) nuclear bud; (C) micronuclei in a binucleated cell (x 1000 magnification).
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that have a high capacity to repair DNA damage induced by radiation
are said to be radio-resistant.

Potential lethal damage plays an indirect role in affecting the
radiosensitivity of cells and the radiocurability of tumours when the
PLD cells are allowed to repair by arresting their proliferation
(Weichselbaum et al., 1982; Weichselbaum, 1986; Weichselbaum and
Beckett, 1987).

The above processes, including the repair kinetics of cells, with fast
and slow repair half-time components, can be formulated mathemati-
cally and are useful in clinical decision making for optimisation pur-
poses (Dale, 2019; Jones and Hopewell, 2018).

3.1.2. Reassortment/redistribution
Redistribution refers to radiation-induced cell cycle effects (Withers,

1975). The Cell Cycle is a 4-phases process comprising of Gap 1 (G1),
Synthesis (S), Gap 2 (G2), Mitosis and G0 (dormant phase). After com-
pletion of the cycle, the cell will either start the whole process again
from G1 or exit the cycle through G0. The phases in the cell cycle be-
tween mitosis and the next is known as Interphase (G1, S and G2) as
shown in Fig. 5.

To maintain genomic integrity, there is a complex network of cyclin-
dependent kinases (CDKs) and checkpoints which prevent or delay
progression of cells through the cell cycle. Both, G1-S and G2-M phases
transition are under constant surveillance for protection of cells from
exogenous and endogenous DNA damaging agents. Ionizing irradiation
induces arrest in the G1, S and G2 phases of the cell cycle.

The G1 checkpoint is vital in initiation of cell division and is sen-
sitive to growth factors, nutrient and other conditions to promote
proliferation. Once initiated, the cell increases in size and duplicate the
cellular contents. Cells that are irradiated during this phase will exhibit
a delay in entering into S phase. Cells irradiated at S phase demonstrate
a dose-dependent reduction in the rate of DNA synthesis and this in-
creases the overall length of time to replicate their DNA substances
(Joiner and Van der Kogel, 2016). S-phase cells have the opportunity to
arrest and repair in the G2 phase. The DDR process is triggered to repair
radiation induced DNA DSBs, a complex association between check-
point activation and DNA repair with the involvement of proteins and
related genes. There are two radiation-inducible checkpoints at G2

phase, the first checkpoint being a dose-dependent block progression of
radiation damaged G2 cells to G1-or S- phase (Sinclair, 1968). Post ra-
diation, the second G2 checkpoint is activated and prevent radiation-
damaged G2-phase cells from progressing through G2 and prematurely
enter mitosis with unrepaired radiation-induced DNA damage (Xu
et al., 2002). Mitosis is the process of cell division involving four phasesTa
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(Prophase, Metaphase, Anaphase and Telophase) before cytokinesis.
Cytokinesis involves a division of the cytoplasm, being the process
where the parent cells becomes two identical daughter cells.

Cells have different radiation sensitivities at different phases of the
cell cycle; the most radiation sensitive phase is late G2/M phase, fol-
lowed by G2, G1, early S, while the most radio-resistant is late S phase
(Tobias, 1985) as shown in Fig. 5.

Tumour cells are more sensitive in G2/M phases of the cell-cycle
than G1/S and, when they are blocked in G2/M due to a functional G2

checkpoint after exposure to radiation, they are more susceptible to the
subsequent radiation (Ng et al., 2013). Moreover, tumour cells have
shorter cell cycle times in comparison to normal tissues. In contrast,
normal cells are mostly in G0/G1 due to G1 checkpoint and are thus less
susceptible to this type of sensitisation (Ng et al., 2013). Fractionation
in radiotherapy enables the surviving cells from one fraction, which will
be predominantly in the radioresistant phases, to redistribute them-
selves into a more sensitive phase of the cell cycle to allow effective
killing (therapeutic gain) for the subsequent fraction. This also favours
survival of normal late responding tissues (Withers, 1975; Hall and
Giaccia, 2012).

3.1.3. Repopulation
Repopulation also known as Regeneration where fractionation

radiotherapy allows normal tissues to repopulate which is important to
reduce overkill and severe side-effects for radio-sensitive tissues such as
the skin or mucosa and surrounding normal tissues. For the early re-
sponding normal tissues, the fractionation interval brings about in-
crease in radiation tolerance with increasing overall treatment time.
When the interval time between two dose fraction exceeds the cell
cycle, there will be an increase in the number of cells surviving due to
cell proliferation. Just as normal cells can proliferate, tumour cells can
also respond with an increase in rate of repopulation. At the same time
as the tumour shrinks post treatment, surviving tumour cells proliferate
at an accelerated rate since tumour cells have an uncontrolled growth
rate, and this counteracts the cell killing effects of radiotherapy. The
repopulation time of tumour cells varies during radiotherapy (Withers,
1975) and has a negative effect on radiation doses. Consequently, it
follows that restriction of overall treatment time can be advantageous
in rapidly proliferating tumour types provided that normal tissue
fractionation is sufficient. An optimisation of the two processes can in
principle be achieved by graphical or differential calculus methods
providing that the cell and tissue parameters used are sufficiently well
known (Jones and Dale, 2000).

3.1.4. Reoxygenation
The role of oxygen on biological response by affecting the chemical

changes produced directly in the cells by radiation was first demon-
strated by Gray et al. (1953). Cells irradiated under hypoxic conditions
are significantly less sensitive to radiation than when oxygen is present.
Following irradiation DNA radicals (DNA.) as a result of indirect da-
mage, mainly via hydroxyl radicals, can be restored (chemically re-
paired) to its original structure through reactions with reducing species
such as thiols. However, in the presence of oxygen then this may react
to produce a non-restorable organic peroxide (DNA-O2

.) thus ‘fixing’
DNA into a permanent irreparable state (Hall and Giaccia, 2012; Grimes
and Partridge, 2015); this cannot occur in the absence of oxygen.
Oxygen effects in radiation is known as the Oxygen Enhancement Ratio
(OER) which is a measure of the increase in cell sensitivity to radiation
in the presence of oxygen. It is expressed as the ratio of radiation dose
required to produce a given effect in the absence of oxygen to the dose
required to produce the same effect in 1 atm of air (Hall and Giaccia,
2012). Tumours that are typically hypoxic (low oxygen level) conse-
quently show enhanced radio-resistance to photon radiation and
therefore require higher dosage of radiation to inactivate them. Reox-
ygenation has accounted for much of the success of fractionated
radiotherapy of hypoxic tumour cells; when a radiated tumour has

shrunk and re-oxygenation of tumour occurs (Withers, 1975) due to
reopening of temporarily occluded blood vessels; and also, resorption of
dead cells which lead to decreased distance from capillaries to tumour
cells (thus improving oxygen supply). The oxygen effect is greater for
low LET than high LET radiation.

Generally, it is accepted that longer duration courses of radiation
allow re-oxygenation in many human tumours; but for shorter treat-
ment courses the use of hypoxic cell sensitisation may be indicated,
especially as the clinical toxicities caused by these drugs can be related
to the duration of exposure.

3.1.5. Radiosensitivity
Different types of cell exhibit different intrinsic radio-sensitivity

which can be unique to the individual (Steel et al., 1989). Radiation
repair is the ability of the cells to repair sublethal damage (Elkind and
Sutton, 1959; Withers, 1975) and potential lethal damage (Phillips and
Tolmach, 1966). Different organs and different tissues have their own
intrinsic radiosensitive property. The law of Bergonie and Tribondeau
describes that tissue radiosensitivity depends on cells that are un-
differentiated, have a high division/proliferation capacity and divide
rapidly (Bergonie and Tribondeau, 1959) except lymphocytes; Casar-
ett's Classification according to tissue organization, cell kinetics and
microcirculation (Rubin and Casarett, 1968); and tissue architecture
according to Michalowski's Classification (Wheldon et al., 1982). That
implies that cells that divide and regenerate slowly are the most re-
sistant. Conversely, there are some glioblastoma cell lines that are low-
dose hypersensitive to radiation (Short et al., 1999).

In general, radiosensitivity is inversely related to repair capacity.
Thus, highly radiosensitive cells have low DNA repair capacity reflected
in their high α/β ratios which reflect the ratio of α, the coefficient of
cell kill per unit dose and β, the coefficient of cell kill per unit dose
squared. Radioresistant cells have low α/β ratios. Larger doses per
treatment are often suggested for low α/β systems and small doses per
fraction for high α/β systems (Jones and Dale, 2018). A summary of the
5 ‘Rs’ dose rate and LET effects on fractionated radiotherapy is provided
in Table 1.

3.2. Other phenomena of radiations as included in Table 2

3.2.1. Bystander effects
The “Bystander effects” refer to the induction of biological effects in

cells that are not directly traversed by radiation. The non-irradiated
cells that are located nearby the irradiated cells have also been ob-
served to respond to exposure, including the induction of DNA damage
and a reduction in clonogenic survival. This implies the target for ra-
diation biological effects is larger than the cell, observed in both high-
and low- LET radiations (Nagasawa and Little, 1999). The bystander
effect was demonstrated when Nagasawa and Little (1999) irradiated
less than 1% of cell nuclei with low doses of α particles, with an un-
expected high frequency of sister chromatid exchanges (Nagasawa and
Little, 1999). A wide range of bystander effects have been observed
including reduced clonogenic survival, increased sister chromatid ex-
changes, formation of micronuclei and apoptosis, genomic instability
and chromosomes abnormalities (Nagasawa and Little, 1999); apop-
tosis, cell death (Koturbash et al., 2008) and all these effects are similar
to the direct effect of radiation. Azzam et al. (1998) demonstrated that
the changes occur via cellular communication (Azzam et al., 1998;
Zhou et al., 2005), when irradiated cells send damage signals through
gap junctions to the neighbouring non-targeted cells and act as though
they have been hit by radiation (Azzam et al., 1998; Mothersill and
Seymour, 2001; Seymour and Mothersill, 2004; Prise and O'Sullivan,
2009). Cytokine (Kaminski et al., 2005), signalling pathways (Lehnert
and Goodwin, 1997; Narayanan et al., 1997; Iyer, 2000) and other
mechanisms such as inflammation, immune system, gene expression
and epigenetic modulators (Ilnytskyy and Kovalchuk, 2011), including
extracellular vesicles/exosomes (Jabbari et al., 2020; Le et al., 2017),
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also contribute to the bystander effects. These effects are inherently
linked to perturbation of intercellular signalling, which not only results
in effects observed in non-irradiated cells, but can also modify the re-
sponse of surrounding irradiated cells. Such effects have been demon-
strated across large dose gradients, similar to that produced by clinical
beams, where the experimental data show a modification of cell sur-
vival in the beam as a result of bystander signals effects.

This two-edged sword of bystander-effects, having anti-tumour ab-
scopal effects (see below) and abscopal effects in normal tissues, would
certainly seem to require attention in the radiotherapy treatment of
patients. As an example, normal oxygenated tissues will experience
greater cell death due to bystander-related mechanisms (Marín et al.,
2014); the bystander effects are one of the complications in radiation
exposure, potentially causing chromosomal damages that could lead to
near future carcinogenic risk (Dent et al., 2000). Conversely, bystander-
effects signalling (McMahon et al., 2015), autoimmune diseases or
chronic inflammation may also be beneficial to radiotherapy (Schaue,
2017). Thus, modification of bystander signalling could in principle be
used to modify radiation responses, but this does not appear to have
been realised so far. It is possible that the effect is an in vitro artefact,
similar to reduced PLD repair in vitro.

3.2.2. Low dose hypersensitivity
Low dose hypersensitivity (HRS) is the phenomenon in which irra-

diated mammalian cells are sensitive to doses below ~ 0.5 Gy but be-
come increased in radioresistance with higher doses, especially in re-
gard to radioresistant cells (Joiner et al., 1996). These HRS cells are
sensitive to low single doses as these low damage levels do not trigger
the cells to repair. With higher doses, HRS is followed by an increase in
radioresistance (Wouters et al., 1996). The mechanisms of HRS involve;
hypersensitivity of a subpopulation of the cells, impaired cell-cycle
regulation and a defective DNA repair system (Short et al., 2003, 2005;
Marples and Collis, 2008). Moreover, HRS could be a protective me-
chanism that has evolved to prevent cells from developing genomic
instability and mutations (Marples and Collis, 2008; Martin et al.,
2014).

3.2.3. Adaptive response
Adaptive response refers to cells that are pre-exposed to very low

doses of ionizing radiation and with subsequent exposure to high dose
will result in less genetic damage in the pre-exposed cells compared to
those that were not pre-exposed. This is attributed to the induction of

repair mechanisms triggered by the low dose exposure. This implies
that exposure of cells to a low dose of ionizing radiation can induce a
condition of enhanced radioresistance termed as “radio-adaptive re-
sponse” (Mothersill, 2006; Azzam and Little, 2004). Currently there is
very little information of the potential impact (if any) of this effect on
radiotherapy and how it could potentially be utilised to improve ther-
apeutic outcome.

3.2.4. Hormesis
Radiation hormesis is a biphasic dose response phenomenon in

which adaptive responses to low doses of ionizing radiation are bene-
ficial but are harmful at high doses (Luckey, 2006). The immune system
response to an ‘adapting’ or ‘pre-conditioning’ low-dose tends to elicit
stress responses and stimulate adaptation, a protective mechanism
(Feinendegen, 2005). This is contrary to the Linear-No-Threshold (LNT)
concept. Hormesis implies no exposure and very high-dose exposures
suppress the immune system as compared to low doses. The LNT model
of radiation risk is used for radiation protection purposes but has
overlooked the adaptive defences of the body that are triggered by low
dose radiation. This LNT-hypothesis has been described as inconsistent
by numerous experiments, as shown by both laboratory experiments
and in human exposures (Feinendegen et al., 2012; Oakley, 2015).

3.2.5. Abscopal effect
Abscopal (out of field) effects are related to bystander effects but

specifically refer to responses of other organs and tissues at a distance
from the target tissues (Mole, 1953). Murphy and Morton (1915) re-
moved tumours from mice, irradiated the mice, and returned the tu-
mours to the mice; comparison was made to the control group with the
tumours intact during irradiation (Murphy and Morton, 1915). The
results observed was that unirradiated tumours grafts shrank by 50%
and survived for approximately five weeks, while the control group
members died after one week, although these results could be due to
vascular disruption. Abscopal effects can also include induction of
genomic instability (Lorimore et al., 2003), cell death, and oncogenic
transformation in normal tissues. This out of field effect of localized
irradiation perturbing the organism as a whole, could be either bene-
ficial or detrimental (Siva et al., 2013). This two-edged sword, with
anti-tumour abscopal effects and abscopal effects in normal tissues also
require attention in the radiotherapy treatment for patients, in parti-
cular there being very little information on how these effects are
modulated by fractionations.

Table 2
Other less dominant phenomena of radiotherapy.

Phenomenon Features Authors

Bystander effect Neighbour non-irradiated cells exhibit radiation induced DNA damage and cellular consequences
similar to the irradiated cells, mediated by cytokine, cell-signalling through gap junctions and
inflammatory responses. Involves abscopal effect and secondary cancers. Most effective with
radiation doses of < 1 Gy but is also applicable to doses > 10 Gy.

(Prise and O'Sullivan, 2009; Hamada
et al., 2011)

Low dose hyper-radiosensitivity Usually for doses < 0.3 Gy, in rapidly proliferating cells with a high G2 cell cycle component. The
initial cell survival curve is linear and steep followed by shallower curve. Thought to be due to
induced repair (failure to arrest in G2). Cells become radioresistant at higher doses. Low doses
fractionated radiation therapy could be recommended.

(Joiner et al., 2001; Short et al., 2001;
Marples et al., 2004)

Adaptive response (AR) AR is an active process where low dose exposure induces ‘tolerance’ to subsequent high dose
exposure. The low-dose irradiated cells are stimulated to react and become more resistant to
subsequent irradiation (biological defence mechanism).

(Olivieri et al., 1984; Wolff, 1998;
Hamada et al., 2011)

Hormesis Low dose radiation for health. Beneficial at low doses but toxic at high doses. Low dose beneficial
effect stimulates the immune system and adaptive responses improve the functional ability of cells
and the organism. The physiologic response to ionizing radiation is directly proportional to the
logarithm of the dose.

(Luckey, 2006; Calabrese, 2014;
Calabrese and Mattsonm, 2017)

Abscopal effect Indirect anticancer effects of radiotherapy on tumours out of the radiation field. Local irradiation of
one tumour tissue involved in a response of another or similar tissue away from the irradiated site.
This systemic effect of the irradiated tumours is mediated by radiation-induced cytokines, relevant
factors causing a chronic inflammatory environment, leading to induction of genomic instability
and radiation susceptibility in both distant tumour (regression) and normal tissue (secondary
carcinogenesis).

(Mole, 1953; Siva et al., 2013)
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3.3. Current trend of radiotherapy – Particle radiotherapy

As presented above, where several of the 5 “Rs” constrain the ef-
fectiveness of photon radiotherapy for tumours, an alternative treat-
ment modality such as charged particle radiotherapy would seems to be
more effective, albeit, not for all types of tumours. Charged particle
therapies such as the use of proton and carbon ions have several
characteristics that are attractive to effective radiotherapy such as; high
LET resulting in higher relative biological effectiveness (RBE), reduced
repair capacity, lower OER and decreased cell-cycle dependence that
are less affected by the 5 “Rs” of radiobiology. Increasing LET results in
an increase in the frequency and complexity of these complex DSBs
which are more difficult to repair than simple DSBs, leading to an in-
crease in RBE. In addition to simple DSB, ionizing radiation can also
induce complex DSB, which are comprised of a DSB with additional
strand breaks and/or base damage within a few base pairs (Ward, 1985;
Goodhead, 1994, 1999). For high LET radiation, even in the absence of
oxygen, the complexity of the induced DNA damage is such that they
are very difficult to repair,altering the level of oxygen having little ef-
fect on the resulting biological response (Goodhead, 1994, 1999).
Likewise, the response is more or less independent of dose-rate, but
where lower LET values are found these mechanisms do modulate the
response. Therefore, as LET increases, RBE increases and OER de-
creases. Hence, proton radiotherapy OER will be higher than carbon ion
radiotherapy.

RBE compares the efficiency of different types of radiations to
produce a defined biological effectiveness referenced to photon radia-
tion. RBE is dependent on many factors such as LET, cell and tissue
type, biological endpoints, dose, dose rate or fractionation, ion species,
oxygenation status and many other influences (Hall and Giaccia, 2012;
Held et al., 2016). Clinically, RBE is used to calculate the Gy Equivalent
dose (GyE), the physical doses being multiplied by the RBE of the re-
lated ion used. The RBE for protons is low at ~1.2, similar to high
energy X-rays (Paganetti, 2002) and for carbon ions is ~3 for treatment
(Matsufuji et al., 2003; Tsujii et al., 2007). Although, proton and carbon
ion radiotherapy have superior dose distribution, the principal differ-
ence is LET. Protons have low LET and carbon ions have higher LET.

Moreover, the Bragg peak of particle also provides excellent preci-
sion at targeting of tumours by deposition maximum energy at the tu-
mour and minimising dose to OAR (Wilson, 1946). Larger tumours can
be covered by using particles of different energies to produce a spread-
out Bragg peak which can encompass the tumour accurately with pre-
cise imaging.

Owing to each of the heavy ion properties, there are always physical
limitations and uncertainties such as ‘delta rays’ (δ) arising from the
initial ionization events, multiple scattering from Coulomb interactions
with nuclei similar to the interactions with electrons, and range strag-
gling due to energy loss through interactions of ions with orbiting
electrons, losing a varying amount of energy with each interaction
(Chu, 2006; Lomax, 2009). These ion beam effects vary approximately
with the inverse square-root of the mass of the particle and could be
minimised by removing material from the beam line. Moreover, nuclear
fragmentations especially from heavier ions such as carbon ions also
degrade the accuracy of treatment planning and could undermine the
primary benefits of heavy ion radiotherapy as it contributes sig-
nificantly to the dose within the spread-out Bragg peak (Chu, 2006). All
these uncertainties and limitations, related to charged ion radiation
(delivery, treatment planning, physical and biological tissues vari-
abilities and doses) have been considered, studied and greatly over-
come in advance of the start of treatment and are continuously being
improved (Kanai et al., 1999; Matsufuji et al., 2003; Jäkel, 2009; Suit
et al., 2010).

4. Conclusion

Radiotherapy is in principle a local treatment modality that is

harnessed towards combating cancer. However as in present discussions
and with clinical evidence of long-range beneficial and other effects, the
issue of needing well-controlled radiation treatment is obvious. Cells,
tissues and organ response to radiation is multifactorial and complex in
nature. With increasing use of small-field (few mm and less), high-dose
per-fraction (dose escalation) treatments and high LET radiotherapy,
increasing consideration also needs to be made of the nature of the
human body response. A novel systemic mediator that could control
tumour expansion and also defend normal tissue would be most de-
sired. The ability to be able to predict the potential consequences of off-
target effects would enhance the radiation effectiveness and radiation
risk assessment. Moreover, out of field effects could also be factored
into treatment planning. Additionally, there are exciting prospects for
radiotherapy where new targets for adjuvant therapy are now possible.
It is also necessary to use mathematical optimisation techniques within
models of radiotherapy to combine the often-qualitative biological
knowledge with the quantitative effects of radiation provided that the
key operative parameters are known. Currently, the benefits for ex-
tending patients’ lives with quality of life would outweigh the un-
desirable body responses to radiation treatment.
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