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Review Article

Radioprotection: the non-steroidal anti-inflammatory
drugs (NSAIDs) and prostaglandins

Tat Khuen Lee and leva Stupans

Abstract

Clinical and experimental studies of the acute and late effects of radiation on cells have enhanced our
knowledge of radiotherapy and have led to the optimisation of radiation treatment schedules and to
more precise modes of radiation delivery. However, as both normal and cancerous tissues have similar
response to radiation exposure, radiation-induced injury on normal tissues may present either during,
or after the completion of, the radiotherapy treatment. Studies on both NSAIDs and prostaglandins
have indeed shown some evidence of radioprotection. Both have the potential to increase the survival
of cells but by entirely different mechanisms. Studies of cell kinetics reveal that cells in the mitotic (M)
and late G2 phases of the cell cycle are generally most sensitive to radiation compared with cells in the
early S and G1/GO phases. Furthermore, radiation leads to a mitotic delay in the cell cycle. Thus,
chemical agents that either limit the proportion of cells in the M and G2 phases of the cell cycle or
enhance rapid cell growth could in principle be exploited for their potential use as radioprotectors to
normal tissue during irradiation. NSAIDs have been shown to exert anti-cancer effects by causing cell-
cycle arrest, shifting cells towards a quiescence state (G0/G1). The same mechanism of action was
observed in radioprotection of normal tissues. An increase in arachidonic acid concentrations after
exposure to NSAIDs also leads to the production of an apoptosis-inducer ceramide. NSAIDs also
elevate the level of superoxide dismutase in cells. Activation of heat shock proteins by NSAIDs
increases cell survival by alteration of cytokine expression. A role for NSAIDs with respect to inhibition
of cellular proliferation possibly by an anti-angiogenesis mechanism has also been suggested. Several
in-vivo studies have provided evidence suggesting that NSAIDs may protect normal tissues from
radiation injury. Prostaglandins do not regulate the cell cycle, but they do have a variety of effects on
cell growth and differentiation. PGE, mediates angiogenesis, increasing the supply of oxygen and
nutrients, essential for cellular survival and growth. Accordingly, PGE, at sufficiently high plasma
concentrations enhances cellular survival by inhibiting pro-inflammatory cytokines such as TNF-a and
IL-1/)’. Thus, PGE, acts as a modulator, rather than a mediator, of inflammation. Prospective studies
have suggested the potential use of misoprostol, a PGE, analogue, before irradiation, in prevention
of radiation-induced side effects. The current understanding of the pharmacology of NSAIDs and
prostaglandins shows great potential to minimise the adverse effects of radiotherapy on normal
tissue.

Introduction

The improved methods for prevention and early detection of malignancy, as well as
recent advances in the treatment of cancer, have served to decrease the mortality
observed among cancer patients (Bray et al 2002). The most obvious advances are the
result of improved surgical techniques combined with cytotoxic radiation and drug
therapy.

Although radiation therapy provides therapeutic benefit in cancer patients, physicians
are concerned with its side effects. After all, there is also the possibility that patients may
develop neoplastic diseases as a consequence of radio- or chemotherapy (Wu et al 1999 ;
Little 2001).

Whether the goal of therapy is palliation or cure determines the degree of risk and cost
that the patient and health-care system are willing to accept, since virtually all cytotoxic
therapies have a narrow therapeutic index. This toxicity to normal organs not
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only limits the use and achievement of full therapeutic
potential of cytotoxic agents and radiotherapy but also
claims a cost in terms of patient morbidity and mortality
(Grant & Dent 2001 ; Coleman 2002).

In head and neck radiation, the common oral compli-
cations include mucositis, infection, salivary gland dys-
function, taste dysfunction and pain. These complications,
if unresolved, can lead to secondary complications such as
dehydration, dysphagia and malnutrition. Furthermore,
radiotherapy can irreversibly injure oral mucosa, vascu-
lature, muscle and bone (Mazeron et al 2002). A widely
accepted hypothesis for the observed side effects of radi-
ation is the generation and amplification of free radicals
(Mitchell et al 2000 ; Das 2002).

In radiation therapy, one may mitigate the toxic effects
of ionising radiation on normal tissue by adjusting the dose
of radiation and frequency of treatment (Coleman 2002). A
major drawback of this strategy is insufficient control of
the tumour. Hence, there is a growing area for new drug
development in the field of supportive care agents, which
are intended to avert or minimise treatment-limiting tox-
icity to normal organs.

One of the approaches to minimise damaging effects of
radiotherapy is the use of cytoprotective agents or cyto-
protectors (also known as radioprotectors). These drugs,
such as amifostine (WR-2721), selectively protect normal
tissues from the cytotoxic effects of radiation while pre-
serving their antitumour effects (Koukourakis 2002).
Another approach adopted by physicians is the use of
palliative agents such as sucralfate suspension, sodium
bicarbonate and topical anaesthetics after radiotherapy to
relieve certain side effects or symptoms experienced by
patients, although the effectiveness of these therapies has
recently been questioned (Worthington et al 2002).

Radiolysis has often been considered to be the major
mechanism generating reactive oxygen species that lead to
tissue damage (Das 2002). Antioxidants confer radio-
protection by scavenging free radicals (Weiss & Landauer
2000; Das 2002). The radioprotective properties of anti-
oxidant natural products, such as vitamin E, vitamin A and
f carotene and therapeutic agents, such as p-blockers
(propranolol), theophylline, calcium-channel blockers
(nimodipine) and amifostine, has been demonstrated
(Weiss & Landauer 2000). Meanwhile, a stable free-radical
nitroxide, Tempol, has been shown to have potent anti-
oxidant and radioprotective properties (Mitchell et al
2000).

It has been suggested that local tissue damage triggers an
inflammatory response. Its subsequent repair may generate
new tissue or fibrotic replacement. The arachidonic acid
cascade is known to generate inflammatory mediators such
as histamine, kinins and prostanoids (Wenzel 1997 ; Kaplan
et al 2002). Inhibition of the arachidonic acid pathway will
minimise, if not control, the spread of the radiation-induced
inflammation.

When cells are damaged beyond repair, apoptosis, a
complex and tightly regulated process, is triggered.
Apoptosis is defined as a programmed cell death (Granville
et al 1998) and is characterised by nuclear DNA frag-
mentation, chromatin condensation and a characteristic

cytoplasmic and nuclear morphology, before the cell is
eliminated by phagocytosis. Apoptosis occurs under
physiological conditions and also after radio- (and chemo-)
therapy.

Non-steroidal anti-inflammatory drugs (NSAIDs) are
commonly used in the palliative management of cancer
(Cherny 2001) for their anti-inflammatory effects. How-
ever, recent evidence suggests that NSAIDs are anti-cancer
agents (Bode & Dong 2000; Dermond & Ruegg 2001 ;
Husain et al 2002).

Prostaglandins have no anti-inflammatory effects, but
they mediate physiological functions such as cytoprotection
in the stomach, vascular homoeostasis and water and
sodium reabsorption (Smith 1989). Prostaglandin E2
(PGE,) has been suggested to function as a modulator,
rather than simply a mediator, of inflammation (Hinz et al
2000). Currently, there remains a controversy pertaining to
the use of prostaglandin analogues such as misoprostol as
radioprotectants (Hanson et al 1997).

Radiation and tissue damage

Clinical and experimental studies of the acute and late
effects of radiation on cells have enhanced our knowledge
of radiotherapy and have led to the optimisation of radi-
ation treatment schedules and to more precise modes of
radiation delivery (Ebert 1997; Weiss & Landauer 2000 ;
Coleman 2002). However, even with these improvements,
radiotherapy has achieved limited success in eradicating
cancer. One major reason for this stems from the fact that
normal and cancerous tissues have similar responses to
radiation exposure (Mitchell et al 2000). Consequently,
radiation-induced injury may present during radiotherapy
treatment or some time later after the completion of
radiotherapy.

An appreciation of the processes of cell response and
adaptation to radiation is necessary to understand the
problem of radiation-induced toxicity. Radiation results in
direct damage to, or mutation of, the cellular DNA,
although it has also been shown that irradiation of the cell
cytoplasm can induce mutations in cell nuclei by bystander
effects (Wu et al 1999). A tumour suppressor gene, p53,
which actively participates in the regulation of the cell
cycle, can either trigger cellular repair or activate apoptosis,
depending on the degree of radiation-induced injury (Gotz
& Montenarh 1996 ; Komarova & Gudkov 2001).

Acute radiation effects are caused by transient sup-
pression of cell proliferation in tissues with a high rate
of cell turn-over, such as the bone marrow, epidermis and
the mucosal lining of the respiratory and digestive tracts
(Bloomer & Hellman 1975).

The time at which these effects (such as myelo-
suppression, epidermitis and mucositis) are first observed
is determined by the time required for maturation of basal
precursor cells into functional non-proliferating end cells
(Morris 1996).

Late radiation effects are observed in slow turn-over
cells. Firstly, it has been shown that the slow proliferation
(or turn-over ) of parenchymal cells reflects delayed onset of
injury (Mathes & Alexander 1996). Secondly, it has been



hypothesised that late radiation effects occur as a result of
functional or structural damage to small blood vessels
(capillaries, venules and arterioles) leading to disruption of
blood supply to the tissues (Mathes & Alexander 1996).
There is also a third category of intermediate effects to
describe certain types of normal tissue damage that are first
manifested about 2-4 months after the end of treatment
(e.g., radiation-induced pneumonitis, which may be mild
and resolve spontaneously or may become severe and
progress to pulmonary fibrosis (Chernecky & Sarna 2000)).

Recent studies have reiterated the role of inflammatory
reaction and endogenous cytokine production in the patho-
genesis of some types of radiation-induced damage to
normal tissue (Simon et al 1995 ; Chang et al 1997 ; Bishop-
Bailey et al 1998; Diaz et al 1998; Housby et al 1999;
Fedorocko et al 2002). Cytokines are soluble mediators
that aid in the communication between cells — primarily
cells of immunological, haematological and neurological
systems. These cytokines include interleukins (ILs), inter-
ferons (INFs), colony stimulating factors (CSFs) such as
haematopoietic growth factor and others (Borish &
Rosenwasser 1996). During inflammation, mononuclear
phagocytes release cytokines which promote cellular infil-
tration and damage to tissue. These cytokines include IL-
la, IL-14, TNF (tumour necrosis factor)-a, IL-6 and IL-8,
which mediate cellular, humoral and allergic inflammation
(as reviewed by Borish & Rosenwasser (1996)). In addition
to these pro-inflammatory cytokines, anti-inflammatory
cytokines like TGF (transforming growth factor)-£ and
IL-10 are also produced. TGF-£ regulates cell growth,
stimulates fibrosis and decreases immune response (Borish
& Rosenwasser 1996).

The elucidation of cell cycle machinery has contributed
to our understanding of cancer progression (Ford & Pardee
1999) and the optimal use of radiotherapy technique to
eliminate tumour cells with minimum damage to normal
cells (Ebert 1997).

The transition from G1 to S phases of the cell cycle is a
critical step in cell proliferation as it determines DNA
synthesis and subsequent cell division (Slingerland &
Pagano 2000). The cell cycle is governed by a family of
cyclin-dependent kinases (cdk) whose activity is regulated
by binding of the cyclins, by phosphorylation and by
negative regulators (cdk inhibitors: pl5, pl6, pl8, pl9,
p21, p27 and p57). The cyclins play a central role in the
control of cell proliferation through activation of cdk
(Resnitzky et al 1994; Morgan 1995). The cdk-cyclin
complexes are inhibited by binding with cdk inhibitors,
resulting in cell cycle arrest (Peter & Herskowitz 1994). It is
this integration of the cdk—cyclin—cdk inhibitor systems
that manages the cell cycle at checkpoints G1, S and G2
and accordingly coordinates the cell cycle transitions (Ford
& Pardee 1999). It may be appropriate at this juncture to
also highlight that cell cycle arrest, through the manage-
ment at checkpoints, is crucial to allow damage repair, or
to limit the injury, to damaged cells (Bernhard et al 1999).
Passage through G1 into S phase is regulated by the activity
of cyclin D-, cyclin E- and cyclin A-associated cdk. B-type
cyclin-associated kinases regulate the G2/M transition.

It has been well established that radiation leads to mitotic
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delay in the cell cycle (Morris 1996) and cells are tem-
porarily arrested in the G1, S or G2 phases of the cell cycle.
The corollary is the accumulation of cells at the G1/S and
G2/M boundaries. It has also been found that cells in the
mitotic (M) and late G2 phases of the cell cycle are most
sensitive to radiation compared with cells in the early S and
G1 phases (Morris 1996). The duration of the mitotic delay
is directly proportional to the radiation dose and the cell
doubling time (defined as the time taken for the cell number
in a population to double) (Morris 1996).

The understanding of cell kinetics has led to the use of
more effective radiotherapy techniques to achieve better
therapeutic outcome (Morris 1996 ; Bernhard et al 1999).
Most malignant tumours are believed to contain a variable
population of stationary cells or cells with very slow turn-
over, in addition to the rapidly proliferating growth frac-
tion (Bernhard et al 1999). It is also known that most cells
of normal tissues remain in the quiescent or GO state
(Bernhard et al 1999).

Radiation-induced DNA damage

It has often been assumed that radiation-induced genetic
alterations, such as mutation and carcinogenesis, require
direct damage to DNA (Grosovsky 1999). However, recent
studies have shown that irradiation of the cell cytoplasm
can induce mutations in the cell nucleus as well (Wu et al
1999). This observation of mutagenesis after cytoplasmic
irradiation provides evidence for a bystander -effect,
whereby reactive radiation products or damage signals
from a cell can migrate to non-irradiated cells thereby
producing biological effects (Grosovsky et al 1996; Wu et
al 1999; Zhou et al 2000). Several studies suggest that,
besides DNA, cell cycle regulatory proteins are also
potential targets for radiation-induced cytotoxicity
(Grosovsky et al 1996; Wu et al 1999 ; Mitchell et al 2000 ;
Zhou et al 2000).

Apoptosis, p53 and radiation damage

Apoptosis, a tightly regulated programmed cell death,
occurs under normal physiological conditions but is also
an important mechanism by which radiation and chemo-
therapy kill cells (Granville et al 1998; Watters 1999).
Several factors, such as the mutated tumour-suppressor
gene, activated oncogenes and growth factors, mediate
apoptosis (Holbrook et al 1996 ; Granville et al 1998).
On irradiation, p53 accumulates and binds to specific
DNA sequences within the regulatory regions of certain
genes. This results in either activation of transcription or
silencing of downstream proteins (as reviewed Steegenga et
al 1996; Granville et al 1998). The activation of tran-
scription mediated by p53 causes cells to move into
apoptosis and promotes cell cycle arrest and DNA repair.

Cellular adaptive mechanisms in response to
radiation

The most basic adaptive measure by which cells can mini-
mise or arrest radiation-induced damage is, simply, normal



1438 Tat Khuen Lee and leva Stupans

homoeostasis. Such homoeostatic mechanisms are absol-
utely essential to maintenance of daily normal cellular
functions when cells are in a constant state of oxidative
stress (Gonzalez-Flecha & Demple 2000). The normal
homoeostatic mechanisms that cells utilise to recover from
the acute effects of radiation (Morris 1996) are: firstly,
repair of sublethal radiation damage ; secondly, recruitment
of stem cells from the resting GO state into actively cycling
state; thirdly, a decrease in the cell cycle time for pro-
liferating cells; and finally, repopulation of the irradiated
site via migration of cells from surrounding normal tissue.

Recent studies have also revealed that protein kinase C
mediates radioprotection in cells by inhibition of radiation-
induced apoptosis (Fuks et al 1994 ; Haimovitz-Friedman
et al 1994; Gamble et al 2000). It was found that basic
fibroblast growth factor (bFGF) protected endothelial cells
against the lethal effects of ionising radiation by inhibiting
apoptosis (Fuks et al 1994). A separate study (Haimovitz-
Friedman et al 1994) supported this finding, demonstrating
that the radiation protection associated with bFGF stimu-
lation was not mediated via an effect on the repair of DNA
breaks. Instead, it was a result of activating protein kin-
ase C. Protein kinase C is known to phosphorylate other
protein moieties, triggering a cascade of downstream events
(Hallahan et al 1991). In fact, bFGF therapy (administered
intravenously into an animal model) rescued whole-lung
irradiated mice from lethal radiation pneumonitis
(Haimovitz-Friedman et al 1994). It can thus be explained
that bFGF activation resulted in activating membrane
protein kinase C, which then mediated the inhibition of
radiation-induced apoptosis in endothelial cells and con-
ferred protection against the lethal ionising radiation
(Haimovitz-Friedman et al 1994).

Non-steroidal anti-inflammatory drugs

NSAIDs are widely used for their anti-inflammatory, anti-
pyretic and platelet-inhibitory actions. They are commonly
used in the palliative management of cancer (Cherny 2001).
Recently, studies on NSAIDs have revealed their anti-
proliferative effects on colorectal tumorigenesis (Bode &
Dong 2000 ; Dermond & Ruegg 2001 ; Husain et al 2002).

Their potential use as anti-cancer agents has been widely
examined (Alberts et al 1995 ; Stoner et al 1999 ; reviewed in
Husain et al 2002). Coincidentally, NSAIDs also exhibit
radioprotection on normal tissues by arresting the cell
cycle at G1 phase (Bayer et al 1979 ; Northway et al 1980 ;
Goldberg 1986; Pillsbury et al 1986; Furuta et al 1988;
Perugini et al 2000).

Anti-inflammatory effects - non-selective
cyclooxygenase inhibition

NSAIDs are generally known to inhibit prostaglandin H
synthase which has both cyclooxygenase and hydro-
peroxidase activity (Smith 1989). The cyclooxygenase
enzymes catalyse the formation of prostaglandin G2
(PGG,) from arachidonic acid, and hydroperoxidase cata-

lyses the reduction of PGG, to prostaglandin H2 (PGH,)
(Smith 1989). Prostaglandin H synthase exists in two
isoforms, cyclooxygenase 1 (COX-1)and cyclooxygenase 2
(COX-2). COX-lisinvolved in mediating the physiological
functions of prostaglandins, whereas COX-2 is primarily
associated with pathological states such as inflammation
(Marnett et al 1999). An increase in production of prosta-
glandins and leukotrienes is commonly associated with
inflammation (Wenzel 1997; reviewed in Kontogiorgis &
Hadjipavlou-Litina 2002). Consequently, the inhibition of
COX enzymes by NSAIDs will reduce the formation of
pro-inflammatory oxygenated metabolites (Kontogiorgis
& Hadjipavlou-Litina 2002). The elevation of arachidonic
acids also activates sphingomyelinase, leading to pro-
duction of an apoptosis-inducer ceramide (Chan et al 1998).

Anti-proliferative effects and apoptosis: cell
cycle arrest

The NSAIDs aspirin, indometacin, naproxen and
piroxicam have profound anti-proliferative effects on co-
lon cancer cells in-vitro (Hanif et al 1996; Husain et al
2002). They do so by mediating cell cycle arrest and
apoptosis. NSAIDs cause a shift in the cell cycle towards a
quiescence phase (i.e. an increased proportion of cells in
the GO/G1 phases and a decreased percentage of cells in
the S phase of the cell cycle), evident from the reduction of
cell cycle regulatory cyclins that are necessary for cell cycle
progression (Morgan 1995; Hanif et al 1996).

NSAIDs also induce cell death by an apoptotic process
that is independent of p53 (Hanif et al 1996 ; Rahman et al
2000). In fact, it has been proposed that the cell death may
be the result of the increased level of arachidonic acid by
inhibiting COX enzymes (Chan et al 1998). It was found
that treatment with 200 #M sulindac sulfide (an active
sulindac metabolite ) for 16 h resulted in a 5.1- and 3.4-fold
increase in arachidonic acid in two different cell cultures,
respectively. It was also shown that indometacin, an
NSAID structurally distinct from sulindac, demonstrated
similar results to sulindac sulfide in bringing about cell
death. Thus it was proposed that NSAIDs affected tumour
growth by inhibiting COX activity, causing a build-up of
the COX substrate arachidonic acid. The increased level of
arachidonic acid subsequently activated sphingomyelinase
that leads to the production of an apoptosis-inducer
ceramide (Chan et al 1998 ; Ohanian & Ohanian 2001).

Antioxidant effect and superoxide dismutase

Superoxide dismutase (SOD) is a eukaryotic antioxidant
enzyme that is expressed in response to changes in the level
of reactive oxygen species (Gonzalez-Flecha & Demple
2000). Its exact mechanism of action is still unknown,
but it is capable of converting superoxide anion O, to
H,0, (hydrogen peroxide) (Birnboim 1982). Antioxidant
properties of SOD, which reduce oxidative and genotoxic
stress in cells after UV (ultra-violet rays) exposure, have



been demonstrated (Kimura et al 2000). Accordingly,
NSAIDs can elevate the level of SOD in cells (Nivsarkar
2000). The exact mechanism of NSAIDs as antioxidants is
thus still unknown, but they do have the potential to
minimise cellular injury.

It has been reported that patients with chronic rheu-
matoid arthritis have a low level of circulating SOD.
This level significantly increases with NSAID therapy
(Nivsarkar 2000).

Downstream effects - gene expression

NSAIDs inhibit COX (discussed above) and induce
apoptosis. However, NSAIDs also have diverse effects on
gene expression in response to a pro-inflammatory stimu-
lus. It has been shown that NSAIDs can inhibit cytokine
and adhesion factor expression during monocyte activation
(Housby et al 1999). NSAIDs also promote expression of
heat shock genes (Soncin & Calderwood 1996).

Activation of heat shock proteins by NSAIDs increases
cell survival by inhibiting pro-inflammatory cytokine ex-
pression (IL-1 and IL-6), involved in initiation of acute
phase response, febrile responses and progression of
inflammatory disease (Simon et al 1995). Furthermore, it
has also been shown that heat shock proteins can prevent
heat-induced protein penetration (Michels et al 1997).

In addition to protein repair, heat shock proteins also
have a role in the suppression of apoptosis (Simon et al
1995). Hence, the role of NSAIDs as radioprotectors could
partly be attributed to their ability to induce heat shock
proteins (Simon et al 1995).

Anti-angiogenesis

Angiogenesis is a process by which new vessels grow from
established ones. Antigenic factors, such as vascular endo-
thelial growth factor (VEGF), have been associated with
the development and maintenance of bone tissue (Harada
et al 1994) and pathological processes such as tumour
development and rheumatoid arthritis (Brown et al 1993 ;
Ben-Av et al 1995). Recently, it has been suggested that
NSAIDs also inhibit cellular proliferation, possibly by an
anti-angiogenesis mechanism (Skopinska-Rozewska et al
1998 ; Pai et al 2000). In the latter study, it was demonstrated
that indometacin significantly reduces endothelial cell pro-
liferation (Pai et al 2000). Accordingly, prostaglandins
such as PGE, and PGE, induce production of VEGF
(Harada et al 1994 ; Ben-Av et al 1995), which stimulates
angiogenesis. This inhibition of COX enzymes by NSAIDs
will certainly lead to anti-angiogenesis.

Uncoupling oxidative phosphorylation

NSAIDs have been commonly associated with gastroin-
testinal and renal side effects (Mingatto et al 1996 ; Bamba
et al 1998). It was observed that NSAIDs inhibit or
uncouple oxidative phosphorylation in mitochondria,

NSAIDs and prostaglandins for radioprotection 1439

depressing the rate of ATP production, leading to drug-
induced cytotoxicity (Mingatto et al 1996).

In-vivo radioprotection by NSAIDs

There is some evidence suggesting that NSAIDs may
protect normal tissues from radiation injury in-vivo. It has
been found that indometacin provides radioprotection to
the haematopoietic system in a mouse model where an
overall improvement in the therapeutic ratio of radio-
therapy has been determined (Furuta et al 1988). More
specifically, indometacin has been found to increase en-
dogenous spleen colony formation after irradiation
(Fedorocko & Mackova 1996a, b). In similar studies, nor-
dihydroguaiaretic acid, a compound that inhibits both
prostaglandin and leukotriene biosynthesis, also improves
post irradiation recovery (Kozubik et al 1993), although
esculetin, a compound which inhibits only leukotriene
synthesis, does not (Kozubik et al 1994).

There have also been reports that indometacin and
aspirin afforded significant radioprotection to the parotid
glands in rats during x-ray irradiation (Goldberg 1986).
Furthermore, indometacin provided significant radio-
protection to the oesophagus in opossum (an animal model
selected because the radiation-induced oesophagitis mimics
the condition seen in man) thus minimising the develop-
ment of oesophagitis, which is a major limiting side
effect of radiation therapy (Northway et al 1980).

A small-scale double-blind placebo prospective study
that combined indometacin (administered orally 25 mg
four times a day) and radiotherapy (300 R/day) in the
treatment of advanced cancer of the head and neck showed
no influence of indometacin on patient survival during a
two-year observation period after radiotherapy (Pillsbury
et al 1986). However, the study showed a significant pro-
tection by indometacin against mucositis. It would appear
that using both NSAIDs and radiation offers significant
therapeutic gain, whereby NSATIDs provide not only radio-
protection to normal tissues, but also offer additive anti-
tumour effects (Pillsbury et al 1986; Tonelli et al 2000).

Do NSAIDs have a role as radioprotectors ?

Apparently, cells have a myriad of adaptive or homoeo-
static mechanisms to prevent, repair and recover from an
injury. Inhibition of COX enzymes by NSAIDs reveals
only part of their pharmacological effects as therapeutic
agents.

The regulation of apoptosis plays a significant role in
determining the state of cells and tissue, and NSAIDs
certainly have their contributory role. NSAIDs’ regulation
of apoptosis may be dependent upon, or independent of,
COX inhibition. Besides their disruption of the arachidonic
acid cascade leading to a decrease in prostaglandin pro-
duction (Smith 1989 ; Kontogiorgis & Hadjipavlou-Litina
2002), they can also minimise the generation of reactive
oxygen species which are known to be damaging to cells
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(Kontogiorgis & Hadjipavlou-Litina 2002). A number of
studies on cultured cells have indicated that biological end-
points such as transformation, chromosome breakage,
sister chromatid exchanges or growth stimulation are
modified by SOD (Birnboim & Kanabus-Kaminska 1985).

The uncoupling of the oxidative respiratory chain by
NSAIDs induces cytotoxicity (Mingatto et al 1996;
Uyemura et al 1997) by increasing the production of
superoxide radicals (Gonzalez-Flecha & Demple 2000).
However, NSAIDs may provide an antioxidant effect
(Birnboim 1982 ; Wasil et al 1987 ; Nivsarkar 2000).

The clinical significance of NSAIDs inducing anti-
angiogenesis remains to be determined; possibly, poor
vascular perfusion leading to necrosis may limit the tumour
growth and also arrest the spread of radiation-induced
damage (Brown et al 1993).

NSAIDs’ downstream effects on the cytokines results in
growth inhibition in cells as well as the activation of heat
shock protein, which has been demonstrated to have a
radioprotective effect.

The ability of NSAIDs to cause cell cycle arrest at GO or
G1 phase limits the number of potentially radiosensitive
cells in the mitotic (M) and synthetic (S) phases from
damage by radiation, and thus confers radioprotection to
normal tissues (Bayer & Beaven 1979 ; Furuta et al 1988 ;
Morris 1996). Therefore, it might be theoretically logical to
consider dosing NSAIDs (be it topical or oral) before
radiation.

Prostaglandins

Prostaglandins are the metabolites produced from the
arachidonic acid cascade. They are classed as autocoids
because of their short half-life and because they exert their
effects locally (Smith 1989). Expression of COX enzymes is
necessary for their synthesis.

Both COX-1 and COX-2 synthesise the same series of
prostanoids. However, Matsumoto et al (1997) have
demonstrated that the profile of prostaglandins produced
from exogenous arachidonic acid by unstimulated macro-
phages differs from that of those produced by LPS
(lipopolysaccharide)-stimulated cells. The unstimulated
cells, which expressed COX-1 but not COX-2, produced
thromboxane B, (TXB,) > prostaglandin D, (PGD,) >
PGE,. Cells stimulated with LPS exhibited marked in-
crease in conversion to PGE, which paralleled COX-2
induction with minimal change in conversion to TXB,
and PGD,. Their studies also showed that formation of
PGE, was mediated predominantly by COX-2, PGD, by
COX-1 and TXB, by both COX-1 and COX-2.

Levels of eicosanoids in cancer and normal cells

Altered levels of PGE, and PGI, have been found in colon
cancer as compared with normal tissue distant from tumour
(Rigas et al 1993). The level of PGE, is increased in colon
cancer as compared with normal distant colonic tissue,
whereas the corresponding level of PGI, is decreased.

Meanwhile, the levels of PGF,,, TXB, and leukotrienes
(LTB,) are not significantly different between cancer and
normal tissue. Apparently, in colon cancer tissues, the
balance between PGI, and thromboxane A, (TXA,) is
shifted in favour of TXA, as compared with normal colonic
tissue (Honn et al 1983). The increase in platelet aggregation
may facilitate tumour metastasis, presumably at the level
of tumour cell interaction with platelets and the vascular
wall (Honn et al 1983).

PGEs and angiogenesis

Recent studies have shown that PGE, activates angio-
genesis, which increases the supply of oxygen and nutrients
essential for cellular survival and growth (Brown et al
1993 ; Harada et al 1994 ; Ben-Av et al 1995 ; Tonnesen et al
2000). PGE,, on binding to a G-coupled protein prosta-
glandin receptor subtype 2 (EP2), elevates cyclic 3',5-
adenosine monophosphate (cCAMP) which induces the ex-
pression of VEGF that is capable of activating angiogenesis
(Ben-Av et al 1995). The ability of PGE, to trigger angio-
genesis may partly explain the cytoprotection observed
when misoprostol, a PGE, analogue, was used in a prospec-
tive study to therapeutically negate the effects of radi-
ation injury to normal tissue (Hanson et al 1997; Khan
et al 2000). After all, it was proposed quite early that late
radiation effects occur as a result of disruption to the blood
supply to tissues (Baker & Krochak 1989).

PGE, — A mediator or modulator of inflammation?

It has been shown that PGE,, released in high amounts by
macrophages in inflamed tissues, may exert a feed-forward
effect on the expression of its own synthesising enzyme,
COX-2 (Hinz et al 2000).

PGE, displays stimulatory, as well as suppressive, effects
on cytokines in a dose-dependent manner (Renz et al 1988).
Cytokines, which are mediators that aid intercellular com-
munication (Borish & Rosenwasser 1996), have been shown
to influence the expression of COX enzymes (Bishop-Bailey
et al 1998 ; Diaz et al 1998) and accordingly regulate the
levels of PGE,. Pro-inflammatory cytokines such as IL-15
and TNF-« selectively induced the transcription of COX-2
gene, whereas TGF-£1, involved in radiation-induced skin
lesions (Martin et al 1997), increased the level of both
COX-1 and COX-2 enzymes. It was found that PGE, at
low concentration stimulated the production of IL-14 and
TNF-o whereas at a high enough concentration suppresses
IL-14 and TNF-a production (Knudsen et al 1986; Renz et
al 1988 ; Katsuyama et al 1998).

The fact that PGE, may function as a modulator, par-
ticularly through its feed-forward effect, enhances cellular
survival (Rigas et al 1993; Bamba et al 2000) and may
possibly explain the lower observed incidence of mouth
ulcers and proctitis (an inflammation of rectal mucosa
causing rectal bleeding and passage of mucus) (Hanson et
al 1997; Khan et al 2000).

PGE, was observed to maintain not only the cell cyto-
skeleton but also the mucosal barrier in intestinal cells



(Gerstle et al 1994; Banan et al 2000), contributing to
cytoprotection.

Prostaglandins and radioprotection

It has been demonstrated that administration of PGE,
before a single dose of x-irradiation increases the survival
of cells in-vitro (Prasad 1972) and suggested that this was
mediated by the prostaglandin-induced increase in the
second messenger cAMP (Prasad 1972 ; Hinz et al 2000).

Recent work (Coleman et al 1994 ; Takeuchi et al 1994
Burkey & Regan 1995) has established that there are at
least four prostaglandin E (PGE) receptors (EP1-EP4).
Each PGE receptor differs in its signal transduction mech-
anisms. These receptor-coupled cascades could probably
account for PGE,’s dual functions as pro-inflammatory
and anti-inflammatory (Knudsen et al 1986; Renz
et al 1988 ; Strassmann et al 1994 ; Kambayashi et al 1995).
It has been demonstrated that PGE,, on binding to EP2
and EP4 receptors, inhibits macrophage functions prob-
ably by suppressing the production of pro-inflammatory
cytokines such as TNF-a and IL-14 (Katsuyama et al
1998).

In later studies, prostaglandin-induced radiation pro-
tection in-vivo has consistently been found (Hanson &
Thomas 1983; Hanson 1987; Hanson & DelLaurentiis
1987 ; Walden et al 1987 ; Hanson et al 1988). In all these
studies, the findings can be summarised such that
arachidonic acid at a dose of 1 mg per 30 g mouse increased
intestinal clonogenic cell survival at 15.0 Gy (Hanson et al
1988) but at 500 xg per mouse or lower doses, arachidonic
acid did not provide radioprotection. The natural prosta-
glandins protected intestinal clonogenic cell survival
ranging from about 150% above controls for PGA, up to
325% above controls for PGI, (Hanson et al 1988). The
PGE, analogue misoprostol protected to a greater degree,
increasing intestinal clonogenic cell survival to about 600 %
of controls. This PGE,-induced protection may not be
directly associated with DNA strand breaks, but with
increased synthesis and release of PGE, (Hanson 1987;
Mercer et al 1996).

Prospective studies in man

Clinical studies have suggested that the prostaglandin
analogue misoprostol can prevent radiation-induced side
effects (Hanson et al 1997; Khan et al 2000). It has been
shown that patients rinsing their mouth with misoprostol
solution before undergoing radiotherapy on head and neck
cancers had a reduced incidence of mouth ulcers (Hanson
etal 1997). Similarly it has been shown that prostate cancer
patients who used a 400-xg misoprostol rectal suppository
one hour before radiation had a reduced incidence of
radiation-induced proctitis (Khan et al 2000).

However, other prospective studies showed no signifi-
cant benefit of misoprostol in preventing bone-marrow-
transplant- or chemotherapy-induced mucositis (Labar et
al 1993; Duenas-Gonzalez et al 1996). Authors of both
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studies suggested the high incidence of herpes simplex virus
(HSV) infection as a possible reason, although the possi-
bility of insufficient concentration of misoprostol should
also be considered.

Do prostaglandins have a role as
radioprotectors ?

At this juncture, we know for certain that activator pro-
tein-1 (AP-1)and TGF-£1 gene expression are co-activated
on radiation and may be responsible for the skin lesions
observed (Martin et al 1997). AP-1 is a collective name for
a class of transcription factors implicated in the regulation
of many cellular processes such as proliferation, differen-
tiation and apoptosis. Both AP-1 and TGF-£1 activity will
undoubtedly contribute partially to the regulation of PGE,
levels, which in turn has a modulatory effect on regulating
the levels of pro-inflammatory cytokines (Knudsen et al
1986 ; Renz et al 1988 ; Katsuyama et al 1998).

Whether the prostaglandin levels provide radio-
protection to the cells by maintaining cytoskeletal integrity,
activation of angiogenesis or enhancing cellular prolifer-
ation (or a combination of these) remains an area to be
extensively studied.

Conclusions

Both NSAIDs and prostaglandins show great potential in
minimising the adverse effects of radiotherapy on normal
tissue. The notion of dosing both NSAIDs and prosta-
glandin (misoprostol) together before radiotherapy may
offer synergistic effects towards radioprotection on normal
tissue.

It has been proposed that a decrease in cell cycle time for
proliferating cells and the recruitment of stem cells from
resting GO state into actively cycling state can shorten the
recovery time from the acute effects of radiation (Morris
1996). NSAIDs are capable of cell cycle arrest by shifting
the cell cycle towards a quiescence state GO/G1 (Hanif et al
1996 ; Pai et al 2000). It is also evident that cells in M and
S phases of the cell cycle are more radiosensitive than those
in the GO/G1 (Morris 1996). Therefore, will pre-treatment
with NSAIDs minimise the proportion of cells being
damaged by radiation and will their subsequent removal
decrease the cell cycle time allowing a shorter cell popu-
lation doubling time, inducing a rapid recovery ? After all,
it has been shown that, on removal of NSAIDs, the arrested
cells would resume growth with considerable degree of
synchrony (Bayer et al 1979). Furthermore, the use of
NSAIDs does not interrupt the radiation therapy, but
instead enhances the radiotherapeutic ratio (Pillsbury et al
1986 ; Palayoor et al 1998 ; Tonelli et al 2000).

It is apparent that NSAIDs have radioprotection
towards cells with a rapid turn-over, such as the mucosa
(Pillsbury et al 1986). Their radioprotection towards slow
turn-over parenchymal cells (cells that attribute to late
radiation effects) has yet to be elucidated.

NSAIDs have been shown to exhibit antioxidant effect
(Nivsarkar 2000; Wasil et al 1987). Radiation causes
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normal tissue damage by bystander effects (Grosovsky et al
1996 ; Wu et al 1999 ; Zhou et al 2000). Potentially, NSAIDs
may limit radiation injury by reducing this bystander effect.
Activation of protein kinase C mediates radioprotection in
cells by an anti-apoptotic mechanism (Fuks et al 1994;
Haimovitz-Friedman et al 1994; Gamble et al 2000).
NSAIDs trigger apoptosis (Chan et al 1998 ; Thompson et
al 2000). Whether NSAIDs would intervene or associate
with the action of protein kinase C is questionable and
requires further study.

NSAIDs can activate heat shock proteins, which have
the ability to protect protein moieties from radiation-
induced damage (Simon et al 1995 ; Soncin & Calderwood
1996 ; Housby et al 1999).

Prostaglandin E, at a sufficiently high concentration
inhibits TNF (tumour necrosis factor)-« (Renz et al 1988 ;
Thompson et al 2000) and increases cellular proliferation
(Rigasetal 1993). The use of misoprostol, a PGE, analogue,
mimics the action of PGE, at high concentrations (Hanson
etal 1988). Isit possible that the radioprotective mechanism
afforded by misoprostol, which is administered before
irradiation, elevates the normal cell population sufficiently
to meet that fraction of cells that will be destroyed by the
radiation dose, thereby ultimately conferring an overall
protection to the normal tissue?

Because PGE, is found in high levels in tumour cells
(Rigas et al 1993) and enhances cellular survival (Brown et
al 1993; Ben-Av et al 1995), it might be appropriate to
suggest that misoprostol should not be administered
systemically unless a targeted approach to protect only the
normal tissue is made available. Thus, the use of miso-
prostol should be confined to local application (topically).

References

Alberts, D.S., Hixson, L., Ahnen, D., Bogert, C., Einspahr, J.,
Paranka, N., Brendel, K., Gross, P. H., Pamukcu, R., Burt, R. W.
(1995) Do NSAIDs exert their colon cancer chemoprevention
activities through the inhibition of mucosal prostaglandin
synthetase? J. Cell Biochem. 22 (Suppl.): 18-23

Baker, D. G., Krochak, R. J.(1989)The response of the microvascular
system to radiation: a review. Cancer Invest. 7: 287-294

Bamba, H., Ota, S., Kato, A., Matsuzaki, F. (1998) Nonsteroidal
anti-inflammatory drugs may delay the repair of gastric mucosa by
suppressing prostaglandin-mediated increase of hepatocyte growth
factor production. Biochem. Biophys. Res. Commun. 245: 567-571

Bamba, H., Ota, S., Kato, A., Kawamoto, C., Fujiwara, K. (2000)
Prostaglandins up-regulate vascular endothelial growth factor pro-
duction through distinct pathways in differentiated U937 cells.
Biochem. Biophys. Res. Commun. 273: 485-491

Banan, A., Smith, G. S., Kokoska, E. R., Miller, T. A. (2000) Role of
actin cytoskeleton in prostaglandin-induced protection against
ethanolin an intestinal epithelial cell line. J. Surg. Res. 88: 104-113

Bayer, B. M., Beaven, M. A. (1979) Evidence that indomethacin
reversibly inhibits cell growth in the G1 phase of the cell cycle.
Biochem. Pharmacol. 28: 441-443

Bayer, B. M., Kruth, H. S., Vaughan, M., Beaven, M. A. (1979)
Arrest of cultured cells in the Gl phase of the cell cycle by
indomethacin. J. Pharmacol. Exp. Ther. 210: 106-111

Ben-Av, P., Crofford, L. J., Wilder, R. L., Hla, T. (1995) Induction of
vascularendothelial growth factor expression in synovial fibroblasts

by prostaglandin E and interleukin-1: a potential mechanism for
inflammatory angiogenesis. FEBS Lett. 372: 83-87

Bernhard, E.J., McKenna, W. G., Muschel, R.J. (1999) Radio-
sensitivity and the cell cycle. Cancer J. Sci. Am. 5: 194-204

Birnboim, H. C. (1982) DNA strand breakage in human leukocytes
exposed to a tumor promoter, phorbol myristate acetate. Science
215: 1247-1249

Birnboim, H. C., Kanabus-Kaminska, M. (1985) The production of
DNA strand breaks in human leukocytes by superoxide anion may
involve a metabolic process. Proc. Natl Acad. Sci. USA 82:
6820-6824

Bishop-Bailey, D., Burke-Gaffney, A., Hellewell, P. G., Pepper,J. R.,
Mitchell, J. A. (1998) Cyclo-oxygenase-2 regulates inducible
ICAM-1 and VCAM-1 expression in human vascular smooth
muscle cells. Biochem. Biophys. Res. Commun. 249 : 44-47

Bloomer, W. D., Hellman, S. (1975) Normal tissue responses to
radiation therapy. N. Engl. J. Med. 293: 80-83

Bode, A. M., Dong, Z. (2000) Signal transduction pathways: targets
for chemoprevention of skin cancer. Lancet Oncol. 1: 181188

Borish, L., Rosenwasser, L. J. (1996) Update on cytokines. J. Allergy
Clin. Immunol. 97: 719-733

Bray, F., Sankila, R., Ferlay, J., Parkin, D. M. (2002) Estimates of
cancer incidence and mortality in Europe in 1995. Eur. J. Cancer
38:99-166

Brown, L. F., Berse, B., Jackman, R. W., Tognazzi, K., Manseau,
E.J., Senger, D. R., Dvorak, H. F. (1993) Expression of vascular
permeability factor (vascular endothelial growth factor) and its
receptors in adenocarcinomas of the gastrointestinal tract. Cancer
Res. 53: 4727-4735

Burkey, T. H., Regan, J. W. (1995) Activation of mitogen-activated
protein kinase by the human prostaglandin EP3A receptor.
Biochem. Biophys. Res. Commun. 211: 152-158

Chan, T. A., Morin, P.J., Vogelstein, B., Kinzler, K. W. (1998)
Mechanisms underlying nonsteroidal antiinflammatory drug-
mediated apoptosis. Proc. Natl Acad. Sci. USA 95: 681-686

Chang, C. M., Limanni, A., Baker, W. H., Dobson, M. E., Kalinich,
J. F., Patchen, M. L. (1997) Sublethal gamma irradiation increases
IL-lalpha, IL-6, and TNF-alpha mRNA levels in murine hemato-
poietic tissues. J. Interferon Cytokine Res. 17: 567-572

Chernecky, C., Sarna, L. (2000) Pulmonary toxicities of cancer
therapy. Crit. Care Nurs. Clin. North Am. 12: 281-295

Cherny, N. L. (2001) The pharmacological management of cancer
pain. Eur. J. Cancer 37: S265-S278

Coleman, C. N. (2002) Radiation oncology — linking technology and
biology in the treatment of cancer. Acta Oncol. 41: 6-13

Coleman, R. A., Grix, S. P., Head, S. A., Louttit, J. B., Mallett, A.,
Sheldrick, R. L. (1994) A novel inhibitory prostanoid receptor in
piglet saphenous vein. Prostaglandins 47: 151-168

Das, U. (2002) A radical approach to cancer. Med. Sci. Monit. 8
RA79-R92

Dermond, O., Ruegg, C. (2001) Inhibition of tumor angiogenesis by
non-steroidal anti-inflammatory drugs: emerging mechanisms and
therapeutic perspectives. Drug Resist. Updat. 4: 314-321

Diaz, A., Chepenik, K. P., Korn, J. H., Reginato, A. M., Jimenez,
S. A. (1998) Differential regulation of cyclooxygenases | and 2 by
interleukin-1 beta, tumor necrosis factor-alpha, and transforming
growth factor-beta 1 in human lung fibroblasts. Exp. Cell Res. 241:
222-229

Duenas-Gonzalez, A., Sobrevilla-Calvo, P., Frias-Mendivil, M.,
Gallardo-Rincon, D., Lara-Medina, F., Aguilar-Ponce, L.,
Miranda-Lopez, E., Zinser-Sierra, J., Reynoso-Gomez, E. (1996)
Misoprostol prophylaxis for high-dose chemotherapy-induced
mucositis: a randomized double-blind study. Bone Marrow Trans-
plant 17: 809-812

Ebert, M. A. (1997) Optimisation in radiotherapy I: defining the
problem. Australas. Phys. Eng. Sci. Med. 20: 164-176


http://www.ingentaconnect.com/content/external-references?article=/0735-7907^28^297L.287[aid=3096040]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29245L.567[aid=3169077]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29273L.485[aid=3169078]
http://www.ingentaconnect.com/content/external-references?article=/0022-4804^28^2988L.104[aid=3169079]
http://www.ingentaconnect.com/content/external-references?article=/0006-2952^28^2928L.441[aid=3169080]
http://www.ingentaconnect.com/content/external-references?article=/0022-3565^28^29210L.106[aid=3169081]
http://www.ingentaconnect.com/content/external-references?article=/0014-5793^28^29372L.83[aid=3169082]
http://www.ingentaconnect.com/content/external-references?article=/1081-4442^28^295L.194[aid=3169083]
http://www.ingentaconnect.com/content/external-references?article=/0036-8075^28^29215L.1247[aid=734362]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2982L.6820[aid=3169084]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29249L.44[aid=3169085]
http://www.ingentaconnect.com/content/external-references?article=/0028-4793^28^29293L.80[aid=3169086]
http://www.ingentaconnect.com/content/external-references?article=/1470-2045^28^291L.181[aid=3169087]
http://www.ingentaconnect.com/content/external-references?article=/0091-6749^28^2997L.719[aid=168715]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2953L.4727[aid=160006]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29211L.152[aid=3169089]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2995L.681[aid=3169090]
http://www.ingentaconnect.com/content/external-references?article=/1079-9907^28^2917L.567[aid=1284482]
http://www.ingentaconnect.com/content/external-references?article=/0899-5885^28^2912L.281[aid=3169091]
http://www.ingentaconnect.com/content/external-references?article=/0284-186X^28^2941L.6[aid=3169092]
http://www.ingentaconnect.com/content/external-references?article=/0090-6980^28^2947L.151[aid=3169093]
http://www.ingentaconnect.com/content/external-references?article=/1368-7646^28^294L.314[aid=3169094]
http://www.ingentaconnect.com/content/external-references?article=/0014-4827^28^29241L.222[aid=3169095]
http://www.ingentaconnect.com/content/external-references?article=/0036-8075^28^29215L.1247[aid=734362]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2982L.6820[aid=3169084]
http://www.ingentaconnect.com/content/external-references?article=/0091-6749^28^2997L.719[aid=168715]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2953L.4727[aid=160006]
http://www.ingentaconnect.com/content/external-references?article=/0014-4827^28^29241L.222[aid=3169095]

Fedorocko, P., Mackova, N. O. (1996a) Combined modality radio-
protection: enhancement of survival and hematopoietic recovery in
gamma-irradiated mice by the joint use of liposomal muramyl
tripeptide  phosphatidylethanolamine (MTP-PE) and indo-
methacin. Int. J. Immunopharmacol 18: 329-337

Fedorocko, P., Mackova, O. (1996b) Radioprotective effects of com-
bination broncho-vaxom, a macrophage activator, and indo-
methacin, an inhibitor of prostaglandin production: relationship to
myelopoiesis. Eur. J. Haematol. 56: 54-61

Fedorocko, P., Egyed, A., Vacek, A. (2002) Irradiation induces
increased production of haemopoietic and proinflammatory
cytokines in the mouse lung. Int. J. Radiat. Biol. 78: 305-313

Ford, H. L., Pardee, A. B. (1999) Cancer and the cell cycle. J. Cell
Biochem. 32-33 (Suppl.): 166-172

Fuks, Z., Persaud, R. S., Alfieri, A., McLoughlin, M., Ehleiter, D.,
Schwartz, J. L., Seddon, A.P., Cordon-Cardo, C., Haimovitz-
Friedman, A. (1994) Basic fibroblast growth factor protects en-
dothelial cells against radiation-induced programmed cell death in
vitro and in vivo. Cancer Res. 54: 2582-2590

Furuta, Y., Hunter, N., Barkley, T., Hall, E., Milas, L. (1988) Increase
in radioresponse of murine tumors by treatment with indomethacin.
Cancer Res. 48: 3008-3013

Gamble, S. C., Dunn, M. J., Wheeler, C. H., Joiner, M. C., Adu-
Poku, A., Arrand, J. E. (2000) Expression of proteins coincident
with inducibleradioprotectionin humanlungepithelialcells. Cancer
Res. 60: 2146-2151

Gerstle, J. T., Seaton, J., Kauffman, G. L., Colony, P. C. (1994) The
association between PGE2 activity and mucosal permeability in
proximal small bowel. J. Surg. Res. 57: 579-583

Goldberg, R. 1. (1986) Protection of irradiated parotid by prosta-
glandin synthesis inhibitors. J. Am. Dent. Assoc. 112: 179-181

Gonzalez-Flecha, B., Demple, B. (2000) Genetic responses to free
radicals. Homeostasis and gene control. Ann. NY Acad. Sci. 899:
69-87

Gotz, C., Montenarh, M. (1996) p53: DNA damage, DNA repair,
and apoptosis. Rev. Physiol. Biochem. Pharmacol. 127: 65-95

Grant, S., Dent, P. (2001) Overview: rational integration of agents
directed at novel therapeutic targets into combination chemo-
therapeutic regimens. Curr. Opin. Invest. Drugs 2: 16001605

Granville,D. J., Carthy, C. M., Hunt, D. W., McManus, B. M. (1998)
Apoptosis: molecular aspects of cell death and disease. Lab. Invest.
78:893-913

Grosovsky, A. J. (1999)Radiation-induced mutations in unirradiated
DNA. Proc. Natl Acad. Sci. USA 96: 5346-5347

Grosovsky, A.J., Parks, K. K., Giver, C. R., Nelson, S. L. (1996)
Clonal analysis of delayed karyotypic abnormalities and gene
mutations in radiation-induced genetic instability. Mol. Cell Biol.
16: 6252-6262

Haimovitz-Friedman, A., Balaban, N., McLoughlin, M., Ehleiter, D.,
Michaeli, J., Vlodavsky, 1., Fuks, Z. (1994) Protein kinase C
mediates basic fibroblast growth factor protection of endothelial
cells against radiation-induced apoptosis. Cancer Res. 54:
2591-2597

Hallahan, D. E., Sukhatme, V. P., Sherman, M. L., Virudachalam,
S.,Kufe, D., Weichselbaum,R. R. (1991)Protein kinase C mediates
x-ray inducibility of nuclear signal transducers EGR1 and JUN.
Proc. Natl Acad. Sci. USA 88: 2156-2160

Hanif, R., Pittas, A., Feng, Y., Koutsos, M. L., Qiao, L., Staiano-
Coico, L., Shiff, S. I., Rigas, B. (1996) Effects of nonsteroidal anti-
inflammatory drugs on proliferation and on induction of apoptosis
in colon cancer cells by a prostaglandin-independent pathway.
Biochem. Pharmacol. 52: 237-245

Hanson, W. R. (1987) Radiation protection of murine intestine by
WR-2721, 16,16-dimethyl prostaglandin E2, and the combination
of both agents. Radiat. Res. 111: 361-373

NSAIDs and prostaglandins for radioprotection 1443

Hanson, W. R., DeLaurentiis, K. (1987)Comparison of in vivo murine
intestinal radiation protection by E-prostaglandins. Prostaglandins
33 (Suppl.): 93-104

Hanson, W. R., Thomas, C. (1983) 16, 16-dimethyl prostaglandin E2
increases survival of murine intestinal stem cells when given before
photon radiation. Radiat. Res. 96: 393-398

Hanson, W. R., Houseman, K. A., Collins, P. W. (1988) Radiation
protection in vivo by prostaglandins and related compounds of the
arachidonic acid cascade. Pharmacol. Ther. 39: 347-356

Hanson, W. R., Marks, J. E., Reddy, S. P., Simon, S., Mihalo, W. E.,
Tova, Y. (1997) Protection from radiation-induced oral mucositis
by a mouth rinse containing the prostaglandin El analog,
misoprostol: a placebo controlled double blind clinical trial. Adv.
Exp. Med. Biol. 400B: 811-818

Harada, S., Nagy, J. A., Sullivan, K. A., Thomas, K. A., Endo, N.,
Rodan,G. A.,Rodan,S. B. (1994)Induction of vascularendothelial
growth factor expression by prostaglandin E2 and E1 in osteoblasts.
J. Clin. Invest. 93: 2490-2496

Hinz, B., Brune, K., Pahl, A. (2000) Prostaglandin E(2) upregulates
cyclooxygenase-2 expression in lipopolysaccharide-stimulated
RAW 264.7 macrophages. Biochem. Biophys. Res. Commun. 272:
744-748

Holbrook, N.J., Liu, Y., Fornace, A.J. (1996) Signaling events
controlling the molecular response to genotoxic stress. Exs 77:
273-288

Honn, K. V., Busse, W. D., Sloane, B. F. (1983) Prostacyclin and
thromboxanes. Implications for their role in tumor cell metastasis.
Biochem. Pharmacol. 32: 1-11

Housby, J. N., Cahill, C. M., Chu, B., Prevelige, R., Bickford, K.,
Stevenson, M. A., Calderwood, S. K. (1999) Non-steroidal anti-
inflammatory drugs inhibit the expression of cytokines and induce
HSP70 in human monocytes. Cytokine 11: 347-358

Husain, S. S., Szabo, I. L., Tamawski, A. S. (2002) NSAID inhibition
of GI cancer growth: clinical implications and molecular
mechanisms of action. Am. J. Gastroenterol. 97: 542-553

Kambayashi, T., Jacob, C. O., Zhou, D., Mazurek, N., Fong, M.,
Strassmann, G. (1995) Cyclic nucleotide phosphodiesterase type IV
participates in the regulation of IL-10 and in the subsequent
inhibition of TNF-alpha and IL-6 release by endotoxin-stimulated
macrophages. J. Immunol. 155: 4909-4916

Kaplan, A.P., Joseph, K., Silverberg, M. (2002) Pathways for
bradykinin formation and inflammatory disease. J. Allergy Clin.
Immunol. 109: 195-209

Katsuyama, M., Ikegami, R., Karahashi, H., Amano, F., Sugimoto,
Y., Ichikawa, A. (1998) Characterization of the LPS-stimulated
expression of EP2 and EP4 prostaglandin E receptors in mouse
macrophage-like cell line, J774.1. Biochem. Biophys. Res. Commun.
251:727-731

Khan, A. M., Birk, J. W., Anderson, J. C., Georgsson, M., Park,
T. L., Smith, C. J., Comer, G. M. (2000) A prospective randomized
placebo-controlled double-blinded pilot study of misoprostol rectal
suppositories in the prevention of acute and chronic radiation
proctitissymptomsin prostate cancerpatients. Am. J. Gastroenterol.
95: 1961-1966

Kimura, H., Minakami, H., Otsuki, K., Shoji, A. (2000) Cu-Zn
superoxide dismutase inhibits lactate dehydrogenase release and
protects against cell death in murine fibroblasts pretreated with
ultraviolet radiation. Cell. Biol. Int. 24: 459-465

Knudsen, P. J., Dinarello, C. A., Strom, T. B. (1986) Prostaglandins
posttranscriptionally inhibit monocyte expression of interleukin 1
activity by increasing intracellular cyclic adenosine mono-
phosphate. J. Immunol. 137: 3189-3194

Komarova, E. A., Gudkov, A. V. (2001) Chemoprotection from p53-
dependent apoptosis: potential clinical applications of the p53
inhibitors. Biochem. Pharmacol. 62: 657-667


http://www.ingentaconnect.com/content/external-references?article=/0192-0561^28^2918L.329[aid=3169096]
http://www.ingentaconnect.com/content/external-references?article=/0902-4441^28^2956L.54[aid=3169097]
http://www.ingentaconnect.com/content/external-references?article=/0955-3002^28^2978L.305[aid=3169098]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2954L.2582[aid=734072]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2948L.3008[aid=3169099]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2960L.2146[aid=3169100]
http://www.ingentaconnect.com/content/external-references?article=/0022-4804^28^2957L.579[aid=3169101]
http://www.ingentaconnect.com/content/external-references?article=/0002-8177^28^29112L.179[aid=3169102]
http://www.ingentaconnect.com/content/external-references?article=/0077-8923^28^29899L.69[aid=3169103]
http://www.ingentaconnect.com/content/external-references?article=/0303-4240^28^29127L.65[aid=3169104]
http://www.ingentaconnect.com/content/external-references?article=/0023-6837^28^2978L.893[aid=1538621]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2996L.5346[aid=3169106]
http://www.ingentaconnect.com/content/external-references?article=/0270-7306^28^2916L.6252[aid=738991]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2954L.2591[aid=3169107]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2988L.2156[aid=735324]
http://www.ingentaconnect.com/content/external-references?article=/0006-2952^28^2952L.237[aid=3169108]
http://www.ingentaconnect.com/content/external-references?article=/0033-7587^28^29111L.361[aid=3169109]
http://www.ingentaconnect.com/content/external-references?article=/0033-7587^28^2996L.393[aid=737093]
http://www.ingentaconnect.com/content/external-references?article=/0163-7258^28^2939L.347[aid=737094]
http://www.ingentaconnect.com/content/external-references?article=/0021-9738^28^2993L.2490[aid=3169110]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29272L.744[aid=3169111]
http://www.ingentaconnect.com/content/external-references?article=/1023-294X^28^2977L.273[aid=3169112]
http://www.ingentaconnect.com/content/external-references?article=/0006-2952^28^2932L.1[aid=3169113]
http://www.ingentaconnect.com/content/external-references?article=/1043-4666^28^2911L.347[aid=1501825]
http://www.ingentaconnect.com/content/external-references?article=/0002-9270^28^2997L.542[aid=3169114]
http://www.ingentaconnect.com/content/external-references?article=/0022-1767^28^29155L.4909[aid=3169115]
http://www.ingentaconnect.com/content/external-references?article=/0091-6749^28^29109L.195[aid=3169116]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29251L.727[aid=3169117]
http://www.ingentaconnect.com/content/external-references?article=/0002-9270^28^2995L.1961[aid=3169118]
http://www.ingentaconnect.com/content/external-references?article=/1065-6995^28^2924L.459[aid=3169119]
http://www.ingentaconnect.com/content/external-references?article=/0022-1767^28^29137L.3189[aid=777117]
http://www.ingentaconnect.com/content/external-references?article=/0006-2952^28^2962L.657[aid=3169120]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2960L.2146[aid=3169100]
http://www.ingentaconnect.com/content/external-references?article=/0077-8923^28^29899L.69[aid=3169103]
http://www.ingentaconnect.com/content/external-references?article=/0023-6837^28^2978L.893[aid=1538621]
http://www.ingentaconnect.com/content/external-references?article=/0270-7306^28^2916L.6252[aid=738991]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2954L.2591[aid=3169107]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29272L.744[aid=3169111]
http://www.ingentaconnect.com/content/external-references?article=/1023-294X^28^2977L.273[aid=3169112]
http://www.ingentaconnect.com/content/external-references?article=/0091-6749^28^29109L.195[aid=3169116]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29251L.727[aid=3169117]
http://www.ingentaconnect.com/content/external-references?article=/0002-9270^28^2995L.1961[aid=3169118]

1444 Tat Khuen Lee and leva Stupans

Kontogiorgis, C. A., Hadjipavlou-Litina, D. J. (2002) Non steroidal
anti-inflammatory and anti-allergy agents. Curr. Med. Chem. 9:
89-98

Koukourakis, M. (2002) Amifostine in clinical oncology: current use
and future applications. Anticancer Drugs 13: 181-209

Kozubik, A., Hofmanova, J., Hola, J., Netikova, J. (1993) The effect
of nordihydroguaiaretic acid, an inhibitor of prostaglandin and
leukotriene biosynthesis, on hematopoiesis of gamma-irradiated
mice. Exp. Hematol. 21: 138-142

Kozubik, A., Hofmanova, J., Pospisil, M., Netikova, J., Hola, J.,
Lojek, A. (1994) Effects of drugs inhibiting prostaglandin or
leukotriene biosynthesis on postirradiation haematopoiesis in
mouse. Int. J. Radiat. Biol. 65: 369-377

Labar, B., Mrsic, M., Pavletic, Z., Bogdanic, V., Nemet, D., Aurer, L.,
Radman, L., Filipovic-Greic, N., Sertic, D., Kalenic, S., Presecki, V.
(1993)Prostaglandin E2 for prophylaxis of oral mucositis following
BMT. Bone Marrow Transplant. 11: 379-382

Little, M. P. (2001) Cancer after exposure to radiation in the course of
treatment for benign and malignant disease. Lancet Oncol. 2:
212-220

Marnett, L. J., Rowlinson, S. W., Goodwin, D. C., Kalgutkar, A. S.,
Lanzo, C. A. (1999) Arachidonic acid oxygenation by COX-1 and
COX-2. Mechanisms of catalysis and inhibition. J. Biol. Chem.274:
22903-22906

Martin, M., Vozenin, M. C., Gault, N., Crechet, F., Pfarr, C. M.,
Lefaix, J. L. (1997) Coactivation of AP-1 activity and TGF-betal
gene expression in the stress response of normal skin cells to ionizing
radiation. Oncogene 15: 981-989

Mathes, S.J., Alexander, J. (1996) Radiation injury. Surg. Oncol.
Clin. North Am. 5: 809-824

Matsumoto, H., Naraba, H., Murakami, M., Kudo, 1., Yamaki, K.,
Ueno, A., Oh-ishi, S. (1997) Concordant induction of prostaglandin
E2 synthase with cyclooxygenase-2 leads to preferred production
of prostaglandin E2 over thromboxane and prostaglandin D2
in lipopolysaccharide-stimulated rat peritoneal macrophages.
Biochem. Biophys. Res. Commun. 230: 110-114

Mazeron, J.J., Noel, G., Simon, J. M. (2002) Head and neck
brachytherapy. Semin. Radiat. Oncol. 12: 95-108

Mercer, D. W., Ritchie, W. P., Dempsey, D. T. (1996) Effects of
polyunsaturated fatty acids on bile acid-induced gastric mucosal
injury. J. Surg. Res. 61: 44-50

Michels, A. A., Kanon, B., Konings, A. W., Ohtsuka, K., Bensaude,
0., Kampinga, H. H. (1997) Hsp70 and Hsp40 chaperone activities
in the cytoplasm and the nucleus of mammalian cells. J. Biol. Chem.
272:33283-33289

Mingatto, F. E., Santos, A. C., Uyemura, S. A.,Jordani, M. C., Curti,
C. (1996) In vitro interaction of nonsteroidal anti-inflammatory
drugs on oxidative phosphorylation of rat kidney mitochondria:
respiration and ATP synthesis. Arch. Biochem. Biophys. 334:
303-308

Mitchell, J. B., Russo, A., Kuppusamy, P., Krishna, M. C. (2000)
Radiation, radicals, and images. Ann. NY Acad. Sci. 899: 28-43

Morgan, D. O. (1995) Principles of CDK regulation. Nature 374:
131-134

Morris, G. M. (1996) Review article: effects of radiation on the cell
proliferation kinetics of epithelial tissues — therapeutic implica-
tions. Br. J. Radiol. 69: 795-803

Nivsarkar, M. (2000) Improvement in circulating superoxide
dismutase levels: role of nonsteroidal anti-inflammatory drugs in
rheumatoid arthritis. Biochem. Biophys. Res. Commun. 270:
714-716

Northway, M. G., Libshitz, H. I., Osborne, B. M., Feldman, M. S.,
Mamel,J. J., West, J. H., Szwarc, 1. A.(1980)Radiationesophagitis
in the opossum: radioprotection with indomethacin. Gastro-
enterology 78: 883-892

Ohanian, J., Ohanian, V. (2001) Sphingolipids in mammalian cell
signalling. Cell Mol. Life Sci. 58: 2053-2068

Pai, R., Szabo, I. L., Kawanaka, H., Soreghan, B. A., Jones, M. K.,
Tarnawski, A.S. (2000) Indomethacin inhibits endothelial cell
proliferation by suppressing cell cycle proteins and PRB
phosphorylation: a key to its antiangiogenicaction? Mol. Cell Biol.
Res. Commun. 4: 111-116

Palayoor,S. T., Bump, E. A., Calderwood, S. K., Bartol, S., Coleman,
C. N. (1998) Combined antitumor effect of radiation and ibuprofen
in human prostate carcinoma cells. Clin. Cancer Res. 4: 763-771

Perugini, R. A., McDade, T.P., Vittimberga, F.J., Duffy, A.J.,
Callery, M. P. (2000) Sodium salicylate inhibits proliferation and
induces G1 cell cycle arrest in human pancreatic cancer cell lines.
J. Gastrointest. Surg. 4: 24-32

Peter, M., Herskowitz, I. (1994)Joining the complex: cyclin-dependent
kinase inhibitory proteins and the cell cycle. Cell 79: 181-184

Pillsbury, H. C., Webster, W. P., Rosenman, J. (1986) Prostaglandin
inhibitor and radiotherapy in advanced head and neck cancers.
Arch. Otolaryngol. Head Neck Surg. 112: 552-553

Prasad, K. N. (1972) Radioprotective effect of prostaglandin and an
inhibitor of cyclic nucleotide phosphodiesterase on mammalian
cells in culture. Int. J. Radiat. Biol. Relat. Stud. Phys. Chem. Med.
22:187-189

Rahman, M. A., Dhar, D. K., Masunaga, R., Yamanoi, A., Kohno,
H., Nagasue, N. (2000) Sulindac and exisulind exhibit a significant
antiproliferative effect and induce apoptosis in human hepato-
cellular carcinoma cell lines. Cancer Res. 60: 2085-2089

Renz, H., Gong, J. H., Schmidt, A., Nain, M., Gemsa, D. (1988)
Release of tumor necrosis factor-alpha from macrophages. En-
hancement and suppression are dose-dependently regulated by
prostaglandin E2 and cyclic nucleotides. J. Immunol. 141:
2388-2393

Resnitzky, D., Gossen, M., Bujard, H., Reed, S. I. (1994) Acceleration
of'the G1/S phase transition by expression of cyclins D1 and E with
an inducible system. Mol. Cell Biol. 14: 1669-1679

Rigas, B., Goldman, . S., Levine, L. (1993) Altered eicosanoid levels
in human colon cancer. J. Lab. Clin. Med. 122: 518-523

Simon, M. M., Reikerstorfer, A., Schwarz, A., Krone, C., Luger,
T. A., Jaattela, M., Schwarz, T. (1995) Heat shock protein 70
overexpression affects the response to ultraviolet light in murine
fibroblasts. Evidence for increased cell viability and suppression of
cytokine release. J. Clin. Invest. 95: 926-933

Skopinska-Rozewska, E., Piazza, G. A., Sommer, E., Pamukcu, R.,
Barcz, E., Filewska, M., Kupis, W., Caban, R., Rudzinski, P.,
Bogdan, J., Mlekodaj, S., Sikorska, E. (1998) Inhibition of angio-
genesis by sulindac and its sulfone metabolite (FGN-1): a potential
mechanism for their antineoplastic properties. Int. J. Tissue React.
20: 85-89

Slingerland, J., Pagano, M. (2000) Regulation of the cdk inhibitor p27
and its deregulation in cancer. J. Cell Physiol. 183: 10-17

Smith, W.L. (1989) The eicosanoids and their biochemical
mechanisms of action. Biochem. J. 259: 315-324

Soncin, F., Calderwood, S. K. (1996) Reciprocal effects of pro-
inflammatory stimuli and anti-inflammatory drugs on the activity
of heat shock factor-1in human monocytes. Biochem. Biophys. Res.
Commun. 229: 479-484

Steegenga, W. T., van der Eb, A.J., Jochemsen, A. G. (1996) How
phosphorylation regulates the activity of p53. J. Mol. Biol. 263:
103-113

Stoner, G. D., Budd, G. T., Ganapathi, R., DeYoung, B., Kresty,
L. A., Nitert, M., Fryer, B., Church, J. M., Provencher, K.,
Pamukcu, R., Piazza, G., Hawk, E., Kelloff, G., Elson, P., van
Stolk, R. U. (1999) Sulindac sulfone induced regression of rectal
polyps in patients with familial adenomatous polyposis. Adv. Exp.
Med. Biol. 470: 45-53


http://www.ingentaconnect.com/content/external-references?article=/0929-8673^28^299L.89[aid=3169121]
http://www.ingentaconnect.com/content/external-references?article=/0959-4973^28^2913L.181[aid=3169122]
http://www.ingentaconnect.com/content/external-references?article=/0301-472X^28^2921L.138[aid=3169123]
http://www.ingentaconnect.com/content/external-references?article=/0955-3002^28^2965L.369[aid=859102]
http://www.ingentaconnect.com/content/external-references?article=/0268-3369^28^2911L.379[aid=3169124]
http://www.ingentaconnect.com/content/external-references?article=/1470-2045^28^292L.212[aid=3169125]
http://www.ingentaconnect.com/content/external-references?article=/0021-9258^28^29274L.22903[aid=3169126]
http://www.ingentaconnect.com/content/external-references?article=/0950-9232^28^2915L.981[aid=2820854]
http://www.ingentaconnect.com/content/external-references?article=/1055-3207^28^295L.809[aid=3169127]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29230L.110[aid=2044965]
http://www.ingentaconnect.com/content/external-references?article=/1053-4296^28^2912L.95[aid=3169128]
http://www.ingentaconnect.com/content/external-references?article=/0022-4804^28^2961L.44[aid=3169129]
http://www.ingentaconnect.com/content/external-references?article=/0021-9258^28^29272L.33283[aid=687333]
http://www.ingentaconnect.com/content/external-references?article=/0003-9861^28^29334L.303[aid=3169130]
http://www.ingentaconnect.com/content/external-references?article=/0077-8923^28^29899L.28[aid=3169131]
http://www.ingentaconnect.com/content/external-references?article=/0028-0836^28^29374L.131[aid=173806]
http://www.ingentaconnect.com/content/external-references?article=/0007-1285^28^2969L.795[aid=741020]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29270L.714[aid=3169132]
http://www.ingentaconnect.com/content/external-references?article=/0016-5085^28^2978L.883[aid=3169133]
http://www.ingentaconnect.com/content/external-references?article=/1420-682X^28^2958L.2053[aid=3169134]
http://www.ingentaconnect.com/content/external-references?article=/1522-4724^28^294L.111[aid=3169135]
http://www.ingentaconnect.com/content/external-references?article=/1078-0432^28^294L.763[aid=1501823]
http://www.ingentaconnect.com/content/external-references?article=/1091-255X^28^294L.24[aid=3169136]
http://www.ingentaconnect.com/content/external-references?article=/0092-8674^28^2979L.181[aid=164329]
http://www.ingentaconnect.com/content/external-references?article=/0886-4470^28^29112L.552[aid=3169137]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2960L.2085[aid=3169138]
http://www.ingentaconnect.com/content/external-references?article=/0022-1767^28^29141L.2388[aid=2644472]
http://www.ingentaconnect.com/content/external-references?article=/0270-7306^28^2914L.1669[aid=174209]
http://www.ingentaconnect.com/content/external-references?article=/0022-2143^28^29122L.518[aid=3169139]
http://www.ingentaconnect.com/content/external-references?article=/0021-9738^28^2995L.926[aid=740161]
http://www.ingentaconnect.com/content/external-references?article=/0250-0868^28^2920L.85[aid=3169140]
http://www.ingentaconnect.com/content/external-references?article=/0021-9541^28^29183L.10[aid=3169141]
http://www.ingentaconnect.com/content/external-references?article=/0264-6021^28^29259L.315[aid=3169142]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29229L.479[aid=1501835]
http://www.ingentaconnect.com/content/external-references?article=/0022-2836^28^29263L.103[aid=3169143]
http://www.ingentaconnect.com/content/external-references?article=/0065-2598^28^29470L.45[aid=3169144]
http://www.ingentaconnect.com/content/external-references?article=/0929-8673^28^299L.89[aid=3169121]
http://www.ingentaconnect.com/content/external-references?article=/1470-2045^28^292L.212[aid=3169125]
http://www.ingentaconnect.com/content/external-references?article=/0021-9258^28^29274L.22903[aid=3169126]
http://www.ingentaconnect.com/content/external-references?article=/1055-3207^28^295L.809[aid=3169127]
http://www.ingentaconnect.com/content/external-references?article=/0021-9258^28^29272L.33283[aid=687333]
http://www.ingentaconnect.com/content/external-references?article=/0003-9861^28^29334L.303[aid=3169130]
http://www.ingentaconnect.com/content/external-references?article=/0028-0836^28^29374L.131[aid=173806]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29270L.714[aid=3169132]
http://www.ingentaconnect.com/content/external-references?article=/0016-5085^28^2978L.883[aid=3169133]
http://www.ingentaconnect.com/content/external-references?article=/1522-4724^28^294L.111[aid=3169135]
http://www.ingentaconnect.com/content/external-references?article=/0022-1767^28^29141L.2388[aid=2644472]
http://www.ingentaconnect.com/content/external-references?article=/0250-0868^28^2920L.85[aid=3169140]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29229L.479[aid=1501835]
http://www.ingentaconnect.com/content/external-references?article=/0022-2836^28^29263L.103[aid=3169143]
http://www.ingentaconnect.com/content/external-references?article=/0065-2598^28^29470L.45[aid=3169144]

Strassmann, G., Patil-Koota, V., Finkelman, F., Fong, M.,
Kambayashi, T. (1994) Evidence for the involvement of interleukin
101in the differential deactivation of murine peritoneal macrophages
by prostaglandin E2. J. Exp. Med. 180: 2365-2370

Takeuchi, K., Takahashi,N., Abe, T., Ito, O., Tsutsumi, E., Taniyama,
Y., Abe, K. (1994) Functional difference between two isoforms of
rat kidney prostaglandin receptor EP3 subtype. Biochem. Biophys.
Res. Commun. 203: 1897-1903

Thompson, W. J., Piazza, G. A., Li, H., Liu, L., Fetter, J., Zhu, B.,
Sperl, G., Ahnen, D., Pamukcu, R. (2000) Exisulind induction of
apoptosis involves guanosine 3',5"-cyclic monophosphate phospho-
diesterase inhibition, protein kinase G activation, and attenuated
beta-catenin. Cancer Res. 60: 3338-3342

Tonelli, F., Valanzano, R., Messerini, L., Ficari, F. (2000) Long-term
treatment with sulindac in familial adenomatous polyposis: is there
an actual efficacy in prevention of rectal cancer? J. Surg. Oncol. 74:
15-20

Tonnesen, M. G., Feng, X., Clark, R. A. (2000) Angiogenesis in
wound healing. J. Invest. Dermatol. Symp. Proc. 5: 40-46

Uyemura,S. A., Santos, A. C., Mingatto, F. E., Jordani, M. C., Curti,
C. (1997) Diclofenac sodium and mefenamic acid: potent inducers
of the membrane permeability transition in renal cortex mito-
chondria. Arch. Biochem. Biophys. 342: 231-235

NSAIDs and prostaglandins for radioprotection 1445

Walden, T. L., Patchen, M., Snyder, S. L. (1987) 16,16-Dimethyl
prostaglandin E2 increases survival in mice following irradiation.
Radiat. Res. 109: 440-448

Wasil, M., Halliwell, B., Moorhouse, C.P., Hutchison, D.C.,
Baum, H. (1987) Biologically-significant scavenging of the myelo-
peroxidase-derived oxidant hypochlorous acid by some anti-
inflammatory drugs. Biochem. Pharmacol. 36: 3847-3850

Watters, D. (1999) Molecular mechanisms of ionizing radiation-
induced apoptosis. Immunol. Cell Biol. 77: 263-271

Weiss, J. F., Landauer,M. R.(2000)Radioprotectionby antioxidants.
Ann. NY Acad. Sci. 899: 44-60

Wenzel, S. E. (1997) Arachidonic acid metabolites: mediators of
inflammation in asthma. Pharmacotherapy 17: 3S-12S

Worthington, H. V., Clarkson, J. E., Eden, O. B. (2002) Interventions
for treating oral mucositis for patients with cancer receiving treat-
ment (Cochrane Review). Cochrane Database Syst. Rev. CD001973

Wu, L.J., Randers-Pehrson, G., Xu, A., Waldren, C. A., Geard,
C.R., Yu, Z., Hei, T. K. (1999) Targeted cytoplasmic irradiation
with alpha particles induces mutations in mammalian cells. Proc.
Natl Acad. Sci. USA 96: 4959-4964

Zhou, H., Randers-Pehrson, G., Waldren, C. A., Vannais, D., Hall,
E.J.,Hei, T. K. (2000) Induction of a bystander mutagenic effect of
alpha particles in mammalian cells. Proc. Natl Acad. Sci. USA 97:
2099-2104


http://www.ingentaconnect.com/content/external-references?article=/0022-1007^28^29180L.2365[aid=173846]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29203L.1897[aid=3169145]
http://www.ingentaconnect.com/content/external-references?article=/0008-5472^28^2960L.3338[aid=3169146]
http://www.ingentaconnect.com/content/external-references?article=/0022-4790^28^2974L.15[aid=3169147]
http://www.ingentaconnect.com/content/external-references?article=/0003-9861^28^29342L.231[aid=3169148]
http://www.ingentaconnect.com/content/external-references?article=/0033-7587^28^29109L.440[aid=3169149]
http://www.ingentaconnect.com/content/external-references?article=/0006-2952^28^2936L.3847[aid=3169150]
http://www.ingentaconnect.com/content/external-references?article=/0818-9641^28^2977L.263[aid=3169151]
http://www.ingentaconnect.com/content/external-references?article=/0077-8923^28^29899L.44[aid=3169152]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2996L.4959[aid=3169154]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2997L.2099[aid=3169155]
http://www.ingentaconnect.com/content/external-references?article=/0006-291X^28^29203L.1897[aid=3169145]
http://www.ingentaconnect.com/content/external-references?article=/0022-4790^28^2974L.15[aid=3169147]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2996L.4959[aid=3169154]
http://www.ingentaconnect.com/content/external-references?article=/0027-8424^28^2997L.2099[aid=3169155]

