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Simple Summary: Pelvic radiotherapy is used to treat a range of cancers. Radiotherapy can dam-
age surrounding, non-cancerous tissue and organs, causing long-term problems, including bowel
symptoms such as bleeding, pain, and incontinence. The provision of support and treatment for
those affected as well as shared decision making regarding treatment should be informed by a solid
understanding of the prevalence, nature, and severity of symptoms. We conducted a systematic
review of population-based studies presenting patient-reported bowel symptoms to synthesize evi-
dence on symptom prevalence and severity following pelvic radiotherapy. Multiple different bowel
symptoms have been reported, and prevalence varies from 1% (bleeding) to 59% (anal bleeding for
>12 months). We found substantial variation in the reported methods and few data pertaining to
cancers other than prostate. Our review supports the view that bowel symptoms are a significant
problem following pelvic radiotherapy and highlights limitations of the evidence base that should be
addressed in future research.

Abstract: Pelvic radiotherapy can damage surrounding tissue and organs, causing chronic conditions
including bowel symptoms. We systematically identified quantitative, population-based studies of
patient-reported bowel symptoms following pelvic radiotherapy to synthesize evidence of symptom
type, prevalence, and severity. Medline, CINAHL, EMBASE, and PsychINFO were searched from
inception to September 2022. Following independent screening of titles, abstracts, and full-texts,
population and study characteristics and symptom findings were extracted, and narrative synthesis
was conducted. In total, 45 papers (prostate, n = 39; gynecological, n = 6) reporting 19 datasets
were included. Studies were methodologically heterogeneous. Most frequently assessed was bowel
function (‘score’, 26 papers, ‘bother’, 19 papers). Also assessed was urgency, diarrhea, bleeding,
incontinence, abdominal pain, painful hemorrhoids, rectal wetness, constipation, mucous discharge,
frequency, and gas. Prevalence ranged from 1% (bleeding) to 59% (anal bleeding for >12 months
at any time since start of treatment). In total, 10 papers compared radiotherapy with non-cancer
comparators and 24 with non-radiotherapy cancer patient groups. Symptom prevalence/severity
was greater/worse in radiotherapy groups and symptoms more common/worse post-radiotherapy
than pre-diagnosis/treatment. Symptom prevalence varied between studies and symptoms. This
review confirms that many people experience chronic bowel symptoms following pelvic radiotherapy.
Greater methodological consistency, and investigation of less-well-studied survivor populations,
could better inform the provision of services and support.
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1. Introduction

The term pelvic radiation disease has been applied to a group of chronic symptoms
that may arise following pelvic radiotherapy [1,2]. These symptoms arise through a variety
of physiological routes, sharing the common trigger of exposure to pelvic radiation in
adulthood, perhaps as treatment for cancer in the pelvic region, such as cervical or prostate
cancer. Symptoms may include pain, fatigue, and skin changes, as well as sexual, urinary,
and bowel problems. Bowel problems are often predominant [1] and may have a substantial
negative impact on individuals’ (henceforth survivors’) overall quality of life (QoL) [3] and
on their ability to perform occupational roles and participate in social activities [4]. These
experiences also impact negatively on survivors’ families and friends [4].

Acute bowel symptoms often arise during treatment and, for many, resolve within
three months of the cessation of radiotherapy [5]. Chronic symptoms may persist or arise for
the first time beyond this period, sometimes years or decades after exposure [6]. However,
temporal trends in prevalence or severity do not appear to have been systematically
documented, despite this being key information to inform shared treatment decision
making. Moreover, risk factors for experiencing chronic symptoms are poorly understood.
The dose and site of radiation are likely to play a significant role; however, clinical (e.g.,
co-morbidities) and patient-related (e.g., age, lifestyle, and genetics) factors may also be
involved [6].

Treatment options for post-radiotherapy bowel symptoms remain limited and are not
without risk [7,8]. Novel treatments may be required, especially for survivors experiencing
the most significant symptoms or those with the greatest impact. However, it is also likely
that for some survivors, suffering could be alleviated through the holistic application of ex-
isting support and interventions if the cause of the symptoms was recognized, appropriate
investigations and referrals were performed, and necessary support and treatment were
provided [9,10]. A comprehensive understanding of the burden of chronic bowel problems
after pelvic radiotherapy, and the survivor groups most likely to be affected, would be
valuable to inform the planning and provision of supportive care services.

This systematic review aimed to identify data on chronic bowel symptoms reported
by survivors following pelvic radiotherapy. Specific objectives were to synthesize data on
symptom type, prevalence, and severity; temporal patterns in symptoms post-treatment;
and survivor factors associated with increased prevalence and/or severity of symptoms.
We focused on data from survivors recruited from population-based sampling frames to
reduce the influence of selection biases on eligible studies.

2. Methods

This review was registered (CRD42021274083) with the Prospective Register for Sys-
tematic Reviews (PROSPERO) and conducted and reported in accordance with the Preferred
Reporting Items for Systematic Review and Meta-Analysis (PRISMA) guidelines [11].

2.1. Information Sources and Search Strategy

Systematic searches were carried out in Medline, the Excerpta Medica Database
(EMBASE), American Psychological Association (APA) PsychINFO, and the Cumulative
Index of Nursing and Allied Health Literature (CINAHL). The search, developed with
input from a medical librarian, covered three concepts: radiotherapy, pelvic cancer, and
bowel symptoms (Supplementary Table S1). No date limits were applied. Final database
searches were performed on 13 September 2022. Reference lists and forward citations of
eligible papers and relevant reviews were hand-searched to identify any additional papers
not previously retrieved.
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2.2. Screening

After de-duplication, titles and abstracts were screened independently by two re-
viewers (reviewer one, AB, and reviewer two, IB or LS). Full texts of papers considered
potentially eligible by reviewers one or two were obtained and assessed, again by two
reviewers, against the inclusion criteria. Discrepancies were resolved by discussion, with
the third reviewer (LS) consulted in the event of disagreement.

2.3. Eligibility Criteria

A paper was eligible if it was a primary, peer-reviewed research article, available in
English which reported the results of a population-based quantitative study that included
at least 100 survivors exposed to pelvic radiotherapy, this was to ensure focus on studies
large enough to provide some confidence in precision of findings. Papers had to report
the prevalence and/or severity of chronic symptoms (defined following Grodsky et al. as
arising or lasting 3 months or more post-radiotherapy [5]) and the bowel symptoms had to
be reported by survivors themselves.

2.4. Exclusion Criteria

A paper was excluded if (1) the study population was participating in a clinical
trial, as survivors may have experienced more intensive follow-up or intervention than
constitutes routine care; (2) bowel symptoms were based on data abstracted from clinical
records or clinician’s assessment; (3) outcomes were not collected in a standardized way
across all participants; (4) it reported qualitative results only or a case study; (5) the study
included survivors treated with different modalities, and it was not possible to disaggregate
the results for irradiated survivors; (6) it was not possible to disaggregate chronic from
acute symptoms; (7) the study was of colorectal cancer survivors due to the problem of
distinguishing effects of radiotherapy from the effects of the cancer and/or associated
surgery on the bowel; or (8) data for small sub-groups of irradiated survivors could not be
readily combined to achieve a sample size > 100. Criteria 1-6 were specified a priori, and
criteria 7 and 8 were added following initial scoping searches.

2.5. Data Extraction and Quality Appraisal

Data extraction from eligible papers was conducted by one reviewer onto a structured
form and checked by another (AB and IB) with discrepancies resolved by discussion.
We extracted data describing study characteristics (e.g., design, sample size), population
characteristics (e.g., cancer and treatment details), and findings (i.e., data describing bowel
symptom prevalence and/or severity in survivors exposed to pelvic radiotherapy for all
time-points reported; results of multivariate (if available) or univariate comparisons with
groups not exposed to pelvic radiotherapy (i.e., non-cancer or other treatment groups);
and any comparisons of prevalence/severity between subgroups defined by survivor
characteristics).

Quality appraisal used an adapted 10-item version of the Methodological Index for
Non-Randomized Studies (MINORS) tool [12]. Each item was scored zero (not reported),
one (partially reported), or two (fully reported). Maximum possible scores were 14 for non-
comparative studies and 20 for studies with a non-radiotherapy or non-cancer comparator
group. Following previous authors [13], studies scoring > 14 were considered ‘high quality’.
Non-comparative studies had to have the maximum possible score to be considered high
quality. Each paper was appraised by one reviewer (AB or IB) and cross-checked by
the other, with discrepancies resolved through discussion with a third reviewer (LS) if
necessary. If a paper referred to earlier methods papers, those were also consulted, and
relevant information was extracted.

2.6. Data Synthesis

Papers reporting results from survivors drawn from the same data source(s) and
treated /diagnosed during the same period were regarded as a single study reporting on
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the same dataset. Papers using the same data source but covering different periods of
diagnosis/treatment were considered separate studies.

Heterogeneity with respect to cancer sites, symptoms assessed, data collection tools,
and assessment time points precluded meta-analysis. Instead, narrative synthesis was
undertaken [14]. We present an overview of the synthesized findings followed, to be
comprehensive, by a synthesis of the findings by symptom.

3. Results
3.1. Search Results and Characteristics of Eligible Papers

Following de-duplication, 9031 citations underwent title and abstract screening
(Figure 1); 79 were selected for full-text review, of which 43 were eligible. Hand searches
identified two additional eligible citations. Therefore, 45 papers from 19 datasets were
included [15-59]. Characteristics of individual papers, and associated populations, are
presented in Supplementary Tables 52 and S3, respectively.

Identification of studies via databases and registers ] [ Identification of studies via other methods

Records identified from:
Embase (n = 6663)
Mediine (n = 4057)
CINAHL (1 = 854)
PsychINFO (n = 54)

Records removed before screening:
Duplicate records removed
(n=3504)

Records identified from:
Citation searching (n = 2)

hd

I

Records screened (n = 9031) —®| Records excluded (n = 8952)

:

hd

[

I;rio;tgs)smlght for retrieval »| Reports not rerrieved (1 = 0) E:io;)s sought for retrieval > ?:io;;s not retrieved
l Reports excluded: l
Reports assessed for eligibility Not population based (7 = 15) Reports assessed for eligibility »
(=79 No bowel outcomes (7 = 6) (n=2)
Sample < 100 (n =4) Reports excluded: (n = 0)
Cannot disaggregate radiotherapy
treatment (n = 3)
Duplicate (n = 3)
v No patient reported outcomes
Reports included in review n=2)
(n=45) -
reporting on datasets (n = 19)

Figure 1. PRISMA flow diagram.

Papers reported on datasets from nine countries: USA (n = 5 datasets; n = 20 pa-
pers) [16,20,21,28-33,35,40,43,48-50,52,53,56,57,59], Australia (n = 4 datasets of which n =1
reported with New Zealand; n = 5 papers) [17,38,44,51,54]; the Netherlands (1 = 2 datasets;
n =2 papers) [39,58], Sweden (n = 2 datasets; n = 6 papers) [15,18,19,24,25,55], the United
Kingdom (n = 2 datasets; n = 6 papers) [22,37,42,45-47], Denmark (n = 1 dataset; n =1
paper) [41], Ireland and Northern Ireland (n = 1 dataset reported together; n = 2 pa-
pers) [23,27], Finland (n = 1 dataset; n = 1 paper) [36], and Norway (n = 1 dataset; n = 2
papers) [26,34]. A total of 39 papers reported findings from 16 datasets of prostate can-
cer survivors [16,17,19-23,26-54,56,57,59] and 6 papers from 3 datasets of gynecological
cancer survivors (endometrial n = 1 [58], cervical n = 1 [18], mixed gynecological cancers
n =4[15,24,25,55]).

In total, 22 papers (n = 12 datasets) reported cross-sectional analyses [15,18,19,22—
27,29,30,34,36,39,42,44-47,51,55,58] and 23 papers (n = 9 datasets; all prostate) reported
longitudinal analyses [16,17,20,21,28,31-33,35,37,38,40,41,43,48-50,52-54,56,57,59]. Seven
different previously validated outcome measurement tools were used (Supplementary
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Table S4): Expanded Prostate Cancer Index Composite (EPIC)-26 (n = 23 papers) [16,17,
21,22,26,30-32,35,37-39,41-47,51,56,57,59], University of California Los Angeles Prostate
Cancer Index (UCLA PCI) (n = 4) [30,38,43,54], Prostate Cancer Symptoms Indices (PCSI)
(n = 2) [20,40], European Organization for Research and Treatment of Cancer (EORTC),
Quality of Life Questionnaire (QLQ)-30 (n = 2) [23,27], EORTC QLQ-Prostate Cancer
(PR)25 (n = 2) [23,27], EORTC QLQ-Endometrial Cancer (EN)24 (n = 1) [58], and EPIC-
50 (n = 1) [34]. Thirteen papers used either a study-specific questionnaire or adapted an
existing questionnaire [15,18,19,24,25,28,33,36,49,50,52,53,55].

The most frequently reported bowel outcome was a bowel function score (n = 26 pa-
pers) [16,20-23,26,28,31,32,37-47,51,54,56-59] followed by bowel function ‘bother’
(n=19) [15-17,19,21,26-28,30,31,33-35,48,49,51-54], urgency (n = 16) [15,16,18,21,22,25,26,
28,29,31,35,48-50,52,55], bleeding (n = 10) [15,16,21,25,26,31,36,48,50,55], fecal leakage/
incontinence (n = 8) [15,18,24-26,34,53,55], diarrhea (n = 6) [23,27,34,49,50,58], abdomi-
nal pain (n =5) [18,26,28,49,50], painful hemorrhoids (n = 3) [28,49,50], rectal wetness
(n = 3) [28,49,50], constipation (n = 2) [18,23], mucous discharge (1 = 2) [50,55], frequency
(n =1) [28], and gas (n = 1) [55].

3.2. Quality Appraisal

Nine papers (all prostate, n = 8 with a comparison group) were scored as high-quality
papers [16,20,29,33,38,49,50,53,54] (Table S5). Papers scored most poorly on reporting a
priori sample size calculations and loss to follow-up.

3.3. Symptom Prevalence Cross-Sectionally and over Time

The timing of post-radiotherapy data collection varied across papers and ranged from
6 months (the most reported post-treatment time point) to 15 years. The prevalence of
symptoms six months post-treatment/diagnosis ranged from 1% for bleeding [31] to 46%
for bowel movement frequency (>3 times daily) [28] (Table 1).

All ten papers [21,28,29,31,33,35,48,53,54,59] which compared bowel symptoms post-
radiotherapy to pre-radiotherapy reported a higher prevalence or greater severity post-
treatment than beforehand (Table 2).

Overall, papers suggested a peak in the prevalence of most symptoms at six months
(compared with baseline) and some decrease thereafter (Table 1). Exceptions to this were
one study reporting the bowel symptom ‘bother’ [31] which found an increase in preva-
lence from 6 months to 1 year followed by a decrease, and one study reported painful
hemorrhoids [28] which found higher prevalence at two years compared with six months
post-treatment. A decrease over time to below-baseline levels was reported for ‘mod-
erate/big” bowel problems in one study [33] and for bleeding in one study [31]. One
study [53] found no change from the baseline in prevalence of incontinence (defined by
the authors as fecal leakage more than a few drops). All other studies reporting relevant
data found that prevalence remained higher than the baseline across the timepoints for
which data were presented. Post-treatment, there were five longitudinal studies reporting
prevalence of at least one symptom at two or more time points [17,28,31,33,52]. Across
these studies there were seven reports of decreasing prevalence of a symptom, four reports
of an increasing prevalence, and one report of no change. For the two symptoms reported at
more than one post-treatment time point in more than one study (general bowel symptoms
and bleeding), the results were inconsistent across studies. Additionally, three longitudi-
nal studies reporting bowel symptom scores at more than one time point post-treatment
showed a decrease in severity at 24 months [17,28,31].
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Table 1. Symptom prevalence at different timepoints.

Prevalence (%) at Time Point Post-Treatment/Diagnosis (Years)

Bowel Author (Year of Outcome Indicat Cancer Site and
Outcome Publication) Measurement Tool ndicator Study Design  Baseline 0.5 1 2 3 4 5 6 9 12 15
Bowel Baloch (2021) [15] Study-specific 1 or more bowel GCa . - - Y 4
symptoms syndromes
Bandarage (2016) [17] EPIC €-26 Big bother pLd - - 4 5.1 - - - - - -
EORTC ¢ QLQ -30 L orobl h 129221
i - - - < 21 >
Gavin (2015) [27] and PR £25 Bowel problems PC Sk
Hamilton (2001) [28] Study-specific Moderate/big bother PL 6.7 135 97 89 - - - - - - -
UCLA ! PCI™ and .
Hoffman (2017) [30] EPIC-26 Moderate/big bother PC - - - - - - - - - - 15.6
Hoffman (2020) [31] EPIC-26 Moderate/big bother PL 2 4 7 - 4 - 4 - - - -
UCLA PCI and Bowel movement
Johnson (2004) [33] EPIC-26 Problem moderate/big PL 7.1 15.7 10 8.6 - - - 6.5 - - -
Kyrdalen (2012) [34] EPIC-50 Intestinal irritative PC - e - -
symptoms
3 . Urgency, frequency, or ) ) ) ) ) ) ) ) ) )
nPotosky (2000) [49] Study-specific pain, moderate /big PL 8.4
) . Urgency, frequency, or ) i i i i i i i i
nPotosky (2004) [50] Study-specific pain, moderate /big PL 28.5
Pryor (2021) [51] EPIC-26 Moderate/big bother PC - - «112°p - - - - - - -
. ) e Urgency, frequency, or ) i i i i i i i
Resnick (2013) [52] Study-specific pain, moderate /big PL 7.9 5.8
Schwartz (2002) [53] Study-specific Positive bother PL 0.8 - 23— P> - - - - -
106 14.5
Smith (2009) [54] UCLA PCI Bowel problems PL 91'6 - - - 12.5 - - - - -
P
Urgency Downing (2019) [22] EPIC-26 Moderate/big problem PC - - - <+—1l4—> - - -
Dunberger (2009) [25] Study-specific Urgency at least 1 x per GC - - - - < 29 > -

week in past 6 months
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Table 1. Cont.
Bowel Author (Year of Outcome Cancer Site and Prevalence (%) at Time Point Post-Treatment/Diagnosis (Years)

Outcome Publication) Measurement Tool Indicator Study Design Baseline 0.5 1 2 3 4 5 6 9 12 15

Fossa (2022) [26] EPIC-26 Moderate/big problem PC - - - - - - - - «17°p - -
Urgent bowel movement
Hamilton (2001) [28] Study-specific everyday/almost every PL 22 79 48 35 - - - - - -
day
Hoffman (2020) [31] EPIC-26 Urgency bother PL 2 4 7 - 7 - 8 - - -
Resnick (2013) [52] Study-specific Bowel urgency PL - - - 34 - - 31.3 - - 35.8
q
Anal leakage of blood 7
Bleeding Dunberger (2009) [25] Study-specific while awake GC - - - - - > -
Rectal bleeding 174
Fossa (2022) [26] EPIC-26 Moderate/big problem PC - - - - - - - - S - -
Hoffman (2020) [31] EPIC-26 Bloody stools PL 1 1 1 - 2 - 0 - - - -
o Bleeding with bowel
Potosky (2004) [50] Study-specific movernents PL - - - - - - 13 - -
Loose stools distress .
i - ifi - - - - - - <4— 30s—p - - -
Diarrhoea Bergmark (2002) [18] Study-specific much,/moderate GC
nPotosky (2000) [49] Study-specific Every day/some days PL - - - 37.2 - - - - -
nPotosky (2004) [50] Study-specific Every day/some days PL - - - - - - 23.3 - -
Schwartz (2002) [53] Study-specific Loose stools PL 6.2 - <+ 138——> - - -
Van de Poll-Franse EORTC QLQ-EN25 . . ) ) )
(2012) [58] plusQLO-30 Quite a bit/very much GC 16
Incontinence  Dunberger (2010) [24] Study-specific Empty all stools into GC - - - - < 24— P -
& y=sp clothing

Kyrdalen (2012) [34] EPIC-50 Faecal leakage PC - - D I U e - - -
Schwartz (2002) [53] Study-specific Faecal leakage more PL 1.5 - ¢—A5——p - - -

than a few drops
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Table 1. Cont.

Bowel Author (Year of Outcome Cancer Site and Prevalence (%) at Time Point Post-Treatment/Diagnosis (Years)

Outcome Publication) Measurement Tool Indicator Study Design Baseline 0.5 1 2 3 4 5 6 9 12 15

Abdominal pain distress,

Abdominal  Bergmark (2002) [18] Study-specific much /moderate GC - - - - - 27— - -
ain
P Fossa (2022) [26] EPIC-26 Moderate/big problem PC - - - - - - - - <50 P -
Pain with bowel
Hamilton (2001) [28] Study-specific movement, Every PL 12 256 136 14 - - - - - - -
day/some days
Painful haem- 1 i1son (2001) [28] Study-specific Every day/some days PL 9.9 151 113 174 - - - - -
orrhoids
Rectal wetness ~ Hamilton (2001) [28] Study-specific Every day/some days PL 12.4 264 223 196 - - - - - - -
- e Constipation distress
- - - - - - <+“—8—-=p - - -
Constipation =~ Bergmark (2002) [18] Study-specific much/moderate GC
Mucous Steineck (2017) [55] Study-specific Excessive mucous GC - - - < 16 ¢ »
syndrome
Frequency Hamilton (2001) [28] Study-specific >3 movements per day PL 26.9 456 362 338 - - - - -
Gas Steineck (2017) [55] Study-specific Excessive gas syndrome GC - - - < 154 >

Table 1 shows studies that present prevalence data for at least 1 timepoint defined relative to diagnosis/treatment or that provide the mean or median time since treatment/diagnosis or
state the range of time since treatment/diagnosis. For studies that present prevalence data for defined time points, the prevalence is presented in the table for every time point reported.
For studies that present a mean or median time since treatment/diagnosis, prevalence is included at the mean or median time rounded to the nearest whole year and arrows and vertical
lines used to indicate the range rounded to the nearest whole years. For studies presenting only the range of time since treatment/diagnosis, the prevalence is presented centrally, with
arrows and vertical lines indicating the range which is stated in the footnote for the table. One study per dataset is shown. When more than 1 study was reported on a single dataset, a
single study was selected for inclusion in the table by prioritizing the most complete series of measurement points, then largest radiotherapy dataset, then earliest publication date.
Where two studies from the same dataset present data for different time points, the data from both studies are presented.  Gynecological Cancer Cross Sectional Study, ® no mean or
median reported, ¢ Expanded Prostate Cancer Index Composite, ¢ Prostate Cancer Longitudinal Study, ¢ European Organization for Research and Treatment of Cancer, f Quality of Life
Questionnaire, & prostate cancer, ! Prostate Cancer Cross Sectional Study, ! External Bean Radiotherapy + Hormonal Therapy, | external beam radiotherapy, ¥ brachytherapy, ! University
of California Los Angeles, ™ Prostate Cancer Index, ™ papers present non-overlapping data from the same dataset, ° range not reported, P upper row = external beam radiotherapy and
lower row = external beam radiotherapy + androgen depletion therapy, 9 data were collected 18-42 months post-diagnosis and no mean or median time point was reported, " data were
collected 3-12 years post-diagnosis and no mean or median time point was reported, * data were collected 4-6 years post-diagnosis and no mean or median time point was reported,
* datum read from graph.
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Table 2. Summary of comparisons by symptom and dataset.

Bowel Outcome

Comparator
Group

Cancer
Site

Results by Dataset

Bowel symptom
score

Non-cancer

ap

No PRT

No RT

Baseline

Bowel symptoms

Non-cancer

No RT

No RT

Baseline

Urgency

Non-cancer

Non-cancer

No RT

No RT

Baseline

Bleeding

Non-cancer

No RT

Baseline

Fecal incontinence

Non-cancer

Non-cancer

No RT

No RT

Diarrhea

No RT

No RT

Baseline

Abdominal pain

Non-cancer

No RT

No RT

Baseline

Painful
hemorrhoids

No RT

Baseline

Rectal wetness

No RT

Baseline

Constipation

No RT

No RT

Mucous discharge

Non-cancer

No RT

Frequency

Baseline

Gas excess

Non-cancer

Q== la=|=|==] B [R|o|==|m|al=a=|al=|=|ma=|a|=|a=|=|O=|=|T|A=

Number of datasets

1

2 3 4 5 6 7

a P = prostate, ? RT = radiotherapy, ¢ G = gynecological; B Statistically higher prevalence or greater severity in RT
p 197 gy g y higher p g y

group. H Higher prevalence or greater severity in RT group, statistical support not reported. & No statistical

difference between groups.

Mixed, some statistically different some not OR some papers present statistical

support, some do not. All worse/higher in RT group. MM Lower prevalence in RT group, statistical support

not reported.
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3.4. Comparisons with Non-Irradiated Populations

Five papers (n = 2 prostate; n = 3 gynecological) reported comparisons of irradiated
populations with non-cancer comparators [19,24-26,55] and 25 (n = 2 gynecological) with a
non-radiotherapy group (surgery or no treatment) diagnosed with the same cancer as the
irradiated group [16,18,20-23,27,29-32,34,37-41,49,50,52-54,56-58]. All studies, bar one,
reported a higher prevalence (or greater severity) of symptoms in the radiotherapy group
(Table 2). The only exception was a finding (for which no statistical test was reported)
that constipation was more prevalent among gynecological cancer survivors treated with
surgery than those treated with radiotherapy [18].

3.5. Survivor Characteristics

Three papers from three US prostate datasets [33,53,56] compared bowel symptoms
across ethnic groups. Two compared radiotherapy against other treatments. Schwartz
et al. [53] reported that the odds of bowel incontinence following radiotherapy versus
radical prostatectomy were higher among white than African American survivors; the
analysis included <100 African American survivors. Tyson et al. [56] reported a statistically
significant decline in bowel function among non-Hispanic white survivors treated with
radiotherapy compared with active surveillance but not for African American or Hispanic
groups. When comparing radiotherapy with radical prostatectomy, the paper reported
a statistically significant decline in bowel function for non-Hispanic white and African
American radiotherapy groups but not for Hispanic survivors. None of these differences
were clinically significant. Johnson et al. [33] compared urgency over time (6 to 60 months)
by ethnic group, reporting higher prevalence among non-Hispanic white than African
American or Hispanic survivors at all time points, but this was only statistically significant
versus Hispanic survivors at 6 months and African American survivors at 60 months. No
differences in the bowel function score were found. Analyses include <100 non-White
survivors who underwent radiotherapy.

No other comparisons of prevalence/severity or time trends by survivor characteristics
were reported.

3.6. Comparison of Radiotherapy Treatments

Eight papers (all prostate, seven of which reported bowel function score) [42-48,59]
presented comparisons of symptoms following different radiotherapy treatments. O'Neil
et al. [43] found better bowel function in those treated with contemporary, intensity modu-
lated radiotherapy when compared to those treated during the 1990s with standard external
beam radiotherapy (EBRT). The other six papers reporting bowel function score found no
difference comparing conventionally fractionated with hypofractionated radiotherapy [42];
prostate-only radiotherapy with pelvic radiotherapy [59]; pelvic-only radiotherapy with
pelvic and lymph node radiotherapy [45]; and external beam radiotherapy with or without
brachytherapy [44,46,47]. Pasalic et al. [48] compared external radiotherapy groups with or
without additional brachytherapy on three outcomes: bowel bother, urgency, and bloody
stools. A lower prevalence of bloody stools was reported in the group receiving additional
brachytherapy. There were no differences in other outcomes.

3.7. Findings by Symptom
A summary of findings by symptom is presented in Supplementary Table Sé6.

3.7.1. Bowel Function

Bowel function was reported as a score or a prevalence (sometimes at a stated degree
of bother or problem) of experiencing bowel dysfunction.

Bowel function score: Twenty-six papers (4 high-quality papers; 13 datasets: 12 prostate
and 1 gynecological) reported on bowel function score [16,20-23,26,28,31,32,37-47,51,54,56—
59]. It was most frequently measured using EPIC-26 (n = 20 papers) [16,21,22,26,30-32,37-
39,41-47,56,57,59], where scores <100 indicate impaired function. Mean EPIC-26 scores at
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>6 months post-RT ranged from 83.8 (18-42 months post-diagnosis [22]) to 90.3 (3 years
post-diagnosis [16]).

Two papers (both prostate; one of a high quality) [21,28] presented statistical compar-
isons of bowel function pre- and post-treatment. Both found statistically significant poorer
bowel function post-treatment in survivors receiving radiotherapy. Smith et al. [54] found
poorer bowel function post-treatment compared with recalled function pre-diagnosis; no
statistical tests were presented.

Fossa et al. [26] compared irradiated survivors with non-cancer comparators, finding
statistically higher scores (worse symptoms) in the irradiated group. Twelve papers (three
high-quality ones) from seven prostate datasets compared irradiated survivors with those
managed in other ways [16,20-23,31,37-41,56]. Of these, eight papers from five datasets [16,
21,22,37-39,41,56] reported statistically significantly worse scores in irradiated groups; two
papers from two datasets [23,32] reported no statistical difference; and two papers from one
dataset [20,40] reported statistically worse scores compared with an Active Surveillance
group, for an EBRT group but not for a stereotactic body radiotherapy group [40], or for a
brachytherapy group [20].

Van de Poll-Franse et al. [58] (gynecological cancer) reported statistically worse bowel
function scores in a radiotherapy group than a group receiving other treatment(s).

3.7.2. Bowel Problems Prevalence

In total, 19 papers (five high-quality ones) [15-17,19,21,26-28,30,31,33-35,48,49,51-54]
from 11 datasets (10 prostate, 1 cervical) reported the prevalence of bowel problems or
bowel dysfunction.

Seven papers from three prostate datasets compared pre- and post-treatment [21,28,
31,33,35,48,53]. Of these, six reported higher prevalence post-treatment [21,28,31,33,35,48];
only Hamilton et al. [28] reported a statistically significant difference.

Fossa et al. [26] reported higher problem prevalence in a radiotherapy group than
non-cancer comparators; statistical tests were not presented. Ten prostate papers compared
radiotherapy with other treatments. Five, from three datasets, reported no statistical
difference in the prevalence of bowel symptoms [16,31,35,49,53]. Five reported higher
prevalence in a radiotherapy group, of which four (three datasets) presented statistical
support [27,34,52,54].

Bergmark [18] reported higher prevalence in a radiotherapy cervical cancer group
than a non-cancer group; no statistical test was reported.

3.7.3. Urgency

Sixteen papers (four of a high quality) from six datasets (five prostate, one gynecologi-
cal) reported on urgency [15,16,18,21,22,25,26,28,29,31,35,48-50,52,55]. Prevalence ranged
from 4% [35] to 36% [52] for prostate cancer and from 29% (at least once per week in the
last six months) [25] to 44% (any urgency distress) [18] for gynecological.

Three papers (one prostate; two gynecological from one dataset) [25,26,55] compared
radiotherapy with non-cancer comparators. All found higher urgency prevalence in
the radiotherapy group, which was statistically significant in the two studies reporting
tests [25,55]. Eight prostate papers from five datasets compared radiotherapy with other
treatments [16,21,22,29,31,49,50,52]. Two papers (one dataset) [16,31] reported no differ-
ence. The remaining six (four datasets) [21,22,29,49,50,52] reported higher prevalence in
the radiotherapy group, which was significant in the five papers which reported statistical
tests [21,22,49,50,52]. Similarly, the single gynecological cancer paper reporting a compari-
son [18] found a statistically higher prevalence of urgency in a radiotherapy group versus
other treatments.

3.7.4. Bleeding (Anal or Rectal Bleeding or Blood in Stools)

Ten papers (eight prostate, four datasets [15,16,21,26,31,36,48,50]; two gynecological,
one dataset [25,55]) reported on bleeding. Prevalence (prostate) ranged from 1% [31,48]
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(moderate or big problem with bloody stools) to 59% (anal bleeding lasting more than
12 months at any time since start of treatment) [36] and (gynecological) from 7% (anal
leakage of blood while awake at least occasionally) to 17% (rectal bleeding at least occa-
sionally) [25].

Two gynecological papers from the same dataset [25,55] compared irradiated sur-
vivors with non-cancer comparators, finding bleeding (anal leakage of blood or bleeding
syndrome) statistically more common in the irradiated group. Four prostate papers (two of
a high quality) from two datasets [16,21,31,50] compared radiotherapy with no radiother-
apy. Only one found evidence of higher bleeding prevalence at one year in irradiated as
compared to surgically treated patients.

3.7.5. Incontinence (Fecal Leakage or Unintended Emptying of Bowels)

Eight papers (one high-quality one) [15,18,24-26,34,53,55] from four datasets (three
prostate, one gynecological) reported symptoms of incontinence (fecal leakage or unin-
tended emptying of bowels). Prevalence of leakage ranged from 2% [53] to 14% [34] for
prostate cancer survivors and 12% (‘empty bowels into clothing without warning’) to 33%
(some leakage at least occasionally while awake) for gynecological cancer survivors [25].
The single paper which compared prevalence pre- and post-treatment (prostate, of a high
quality) found statistically higher prevalence of incontinence outcomes (‘stool leakage’,
‘stool leakage more than a few drops and use of pads’) post-treatment [53].

All four papers (one prostate, three gynecological from the same dataset) which com-
pared incontinence in irradiated survivors with non-cancer comparators reported higher
prevalence in the cancer group. This was statistically significant in the three gynecological
papers. Two prostate papers from different datasets, and one gynecological paper, reported
higher prevalence of fecal incontinence in irradiated compared to non-irradiated patients.
This was statistically significant in the prostate papers.

Two papers (one of a high quality; two datasets; prostate) [34,53] reported statistically
higher prevalence of symptoms in a radiotherapy group compared with other treatments.
One gynecological paper [18] reported higher prevalence of symptoms in a group treated
with radiotherapy compared to a non-radiotherapy group (statistical tests not presented).

3.7.6. Diarrhea

Seven papers (two of a high quality; six datasets; five prostate, one cervical, and one en-
dometrial) [18,23,36,49,50,53,58] reported chronic diarrhea or loose stools post-radiotherapy.
The prevalence was 14% [53] to 37% [49] among prostate survivors and 16% [58] to 42% [18]
among gynecological survivors.

One prostate paper compared diarrhea prevalence pre- and post-radiotherapy and
reported a statistically significant increase of 7.6 percentage points [53].

Three papers (two of a high quality; three datasets; all prostate) compared radiotherapy
with other treatments [23,50,53]. Drummond et al. [23] reported statistically, but not
clinically, significantly higher (worse) diarrhea scores in the radiotherapy group, Schwartz
et al. [53] found statistically higher prevalence of diarrhea in the radiotherapy group, and
Potosky et al. [50] found no statistical difference between groups.

Two gynecological papers from two datasets reported worse/higher prevalence of
diarrhea in radiotherapy and non-radiotherapy groups [18,58]; statistical significance was
reported in only one of these [58].

3.7.7. Abdominal Pain/Painful Bowel Movements

Five papers (two of a high quality; three datasets; two prostate, one cervical) re-
ported on abdominal pain or painful bowel movements [18,26,28,49,50]. The experience of
symptoms ‘almost every day/some days” among prostate survivors ranged from 10% at
five years post-treatment [50] to 26% at six months [28]. Among gynecological survivors,
prevalence was 27% for moderate or severe symptom distress and 48% for any distress [18].
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One prostate paper reported a higher prevalence of symptoms at six months post-
treatment compared with the baseline (statistical tests not reported) [28].

Two papers reported data from the same prostate dataset [49,50]. The prevalence of
painful bowel movements declined from 26% to 14% at 12 and 24 months to 9% at 5 years.

One prostate paper comparing a radiotherapy and a non-cancer group reported higher
prevalence in the radiotherapy group (statistical tests not reported) [26].

Two high-quality prostate papers from one dataset reported no statistical differ-
ence in the prevalence of pain in a radiotherapy group versus a surgery group [49,50].
Bergmark [18] found 48% of cervical cancer survivors in a radiotherapy group reported any
distress from abdominal pain compared with 31% in a non-radiotherapy group. For those
experiencing ‘moderate or much’ distress, the figures were 27% and 15% for radiotherapy
and non-radiotherapy groups, respectively (statistical tests not reported).

3.7.8. Painful Hemorrhoids

Three papers from one prostate dataset (two of a high quality) [28,49,50] reported a
prevalence of painful hemorrhoids every day/almost every day ranging from 15% at six
months post-treatment [28] to 20% at five years post-treatment [50]. In one of these studies,
recall of painful hemorrhoids pre-diagnosis was reported by 10% of participants [28].

Two of these papers (both of a high quality) [49,50] also reported a statistically higher
prevalence of symptoms in a radiotherapy compared with a surgery group.

3.7.9. Rectal Wetness

Three papers [28,49,50] (two of a high quality; prostate; one dataset) reported on rectal
wetness. Prevalence was 26% at 6 months [28], 21% at 24 months [49], and 18% almost
every day at 5 years post-treatment [50]. In one of these studies, recall of rectal wetness
pre-diagnosis was reported by 12% of participants [28].

Two of these papers (both of a high quality) compared radiotherapy and surgery
groups [49,50] reporting the statistically higher prevalence of symptoms in the radiotherapy
group at two years post-diagnosis but no difference at five years.

3.7.10. Constipation

Drummond et al. [23] found statistically, but not clinically, significantly higher con-
stipation scores (‘greater constipation problems’; EORTC QLQ-PR25) among prostate
survivors treated with radiotherapy compared to those treated with surgery. A single study
reported the lower prevalence of constipation distress in gynecological cancer survivors
treated with radiotherapy than those treated with surgery (18%vs31%), but no formal
statistical comparison was made [18].

3.7.11. Mucous

Two papers (one of a high quality) [50,55] from different datasets reported on excessive
rectal mucous discharge. Potosky et al. [50] found that the odds of excessive mucous
among prostate cancer survivors were two-thirds lower in those treated with surgery when
compared to those treated with radiotherapy; this was statistically significant. Steineck
et al. [55] reported that a group of mucous-related symptoms were present in 16% of
gynecological survivors treated with radiotherapy compared with no more than 5% of a
non-cancer comparator group.

3.7.12. Frequency

One paper [28] reported on frequent bowel movements (>3 movements per day),
reporting that significantly more prostate survivors rarely or never experienced this at
baseline (pre-diagnosis recall; 73%) as compared to 24 months (65%). The prevalence of
frequent bowel movements ‘almost every day” declined from 15% at 6 months to 12% at
12 months and 7% at 24 months (statistical tests not reported).
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3.7.13. Gas

One gynecological paper [55] identified a group of excessive gas-related symptoms
present in 15% of cancer survivors compared with no more than 5% of a non-cancer
comparator group.

4. Discussion

This systematic review aimed to identify and synthesize population-based data on the
type, prevalence, and severity of bowel symptoms following pelvic radiotherapy, temporal
trends in prevalence/severity, and associations with survivor characteristics. In total,
45 eligible papers reported on 12 distinct symptoms, though 7 were reported in fewer than
5 papers. The most commonly reported symptom was bowel function (often measured
using EPIC-26), but even for this single symptom several different measures of function
were reported (bowel function score, prevalence of a specified degree of patient-reported
‘bother’ or ‘distress’, or frequency of symptom occurrence).

Prevalence of problems varied by symptom, ranging from 1% for bleeding [31] to
59% (‘anal bleeding lasting more than 12 months at any time since start of treatment’) [36],
and within symptoms (e.g., prevalence of bowel symptoms six months post-radiotherapy
ranged from 4% to 16% across studies). However, in general, symptoms were reported
more frequently in patients treated with radiotherapy for gynecological cancer as compared
to those treated for prostate cancer, although the gynecological cancer studies were smaller
so estimates would be less precise. In addition, there was a near universal pattern of higher
prevalence or greater severity of symptoms in groups exposed to radiotherapy compared to
those not exposed (non-cancer comparators or cancer patients who had undergone different
treatments). This, in part, likely reflects the fact that the data collection tools used were
intended to assess symptoms believed to be associated with exposure to pelvic radiotherapy.
However, bowel symptoms are common in the general population, particularly among
older groups [60], and (as shown in studies in this review and elsewhere) may also be
reported by cancer survivors following treatments other than radiotherapy [50]. Therefore,
while authors did not always report statistical testing, the consistent pattern of higher
symptom prevalence in radiotherapy groups shown here provides further evidence of an
excess of bowel symptoms following pelvic radiation. Having noted this, the evidence
base would be strengthened if future studies included age- and sex-matched non-cancer
comparator groups to better quantify the extent of this excess burden.

Bleeding and fecal incontinence are particularly problematic or distressing to cancer
survivors [18,61] and potentially challenging for healthcare providers to manage; however,
they were reported in relatively few papers (n = 7) and marked by low prevalence. Previ-
ous studies have reported higher prevalence of these particular bowel symptoms [61,62].
These differences may reflect continuing improvements in radiotherapy, leading to less
damage (and less frequent symptoms) in more recently treated patient groups or selec-
tion bias in non-population-based studies. However, it has also been suggested that the
methods commonly used in prospective studies to collect information on these problems
routinely underestimate prevalence due to problems with symptom definition in survey
instruments and because stigma and embarrassment leads survivors to under-report bowel
symptoms [6,24]. Further, as has been observed elsewhere [63], it may be that those in
poorest health, experiencing the highest symptom burden, are less likely to respond to
questionnaires. Mortality is also likely to be higher among this group, which will lead to
differential attrition in longitudinal studies with longer follow-up periods.

In the papers we reviewed, there was little systematic documentation of temporal
trends in symptom prevalence post-treatment, and studies varied greatly in the time-points
at which they assessed outcomes. Some papers suggested a peak in symptom prevalence
around six months [28,33], and a reduction thereafter. Occasionally, however, there was
a later increase. The lack of a clear, consistent pattern may reflect the small number of
studies, heterogeneity in research methods, or differences in the underlying physiological
processes. Different physiological processes can produce similar symptoms [1], and these
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might subsequently progress differently over time. A deeper understanding of temporal
patterns may require the disaggregation of symptoms by underlying processes.

Previous, small, non-population-based studies have reported on survivor character-
istics that may be risk or protective factors for bowel problems post-radiotherapy [64]. A
large study within a prostate cancer trial population reported associations between late
effects and both baseline health and acute symptoms [65]. There was a lack of these types
of data from population-based sampling frames. The only data were related to variations in
symptom risk or trends by ethnic group in USA studies, and the numbers of non-white indi-
viduals included were small. Greater understanding of whether particular survivor groups
(e.g., older age, other medical conditions) are more likely to experience bowel problems
post-radiotherapy could help to inform targeted support or follow-up. A similar approach
has been used to identify patients most at risk of high morbidity following surgery for
ovarian cancer [66], highlighting the potential for informing joint decision making with
respect to treatment options.

We selected studies for review that used population-based sampling frames and
patient-reported outcome measures. This was intended to increase the homogeneity and
comparability of included studies. However, we found marked heterogeneity across mul-
tiple dimensions, including symptoms assessed, data collection tools used, comparator
groups included, assessment time points, and cancer site treated (for studies of gyneco-
logical cancers). Additionally, radiotherapy regimens varied over time and institution.
This heterogeneity precluded a statistical combination of study findings in a meta-analysis.
However, our review highlights some specific gaps that might be addressed through future
data collection and research to build a more consolidated evidence base.

Most of the 45 eligible papers from 19 datasets pertained to prostate cancer (39 papers,
17 datasets). There were fewer papers and only two datasets pertaining to gynecological
cancer survivors (cervical cancer, endometrial cancer, or mixed gynecological cancers).
There is a need for more population-based studies of gynecological cancers, for which the
extent of damage to surrounding organs might be greater than for prostate cancer due
to treatment usually involving irradiation of a larger area. There is also a need for more
studies of less-researched cancers such as bladder cancer, the treatment of which, with
radiotherapy, is also associated with bowel symptoms [67], but for which we identified no
population-based studies.

The potential for learning from future studies would be improved through greater con-
sistency in data collection methods across studies, including in the timing of data collection
relative to treatment, the choice of outcomes, and data collection instrument. Regarding the
latter, EPIC-26, though widely used, has possible shortcomings, including poor construct
validity [68]. An alternative exists in the EORTC QLQ-PRT20 developed, with significant
patient input, to assess bowel symptoms arising from radiotherapy treatment [69,70].

Our review did not consider the lived experiences of survivors with post-radiotherapy
bowel problems. Evidence (albeit mainly anecdotal) suggests chronic bowel problems may
have a substantial impact on peoples’ quality of life, but symptoms are under reported,
under-recognized, and under-treated by health professionals [71-73]. There is, therefore, a
need for research to better understand and document the impact on lives, strategies used
to self-manage symptoms, and associated supportive care needs.

5. Conclusions

This review confirms that, following pelvic radiotherapy, cancer survivors may live,
sometimes long-term, with a variety of chronic bowel symptoms. Worldwide, there are
more than eight million survivors of prostate, endometrial, and cervical cancer [74], many
of whom will have been previously treated with radiotherapy. Services and interventions
to better support survivors experiencing bowel symptoms, coupled with more method-
ologically consistent research (including the use of consistent terminology) focusing on
symptom prevalence, severity, risk, and impact in less-well-studied survivor populations,
are urgently required.



Cancers 2023, 15, 4037 16 of 20

Supplementary Materials: The following supporting information can be downloaded at: https:
/ /www.mdpi.com/article/10.3390/cancers15164037/s1, Table S1: Search strategies; Table S2: Study
characteristics; Table S3: Population characteristics; Table S4: Outcome measures; Table S5: Quality
appraisal; Table S6: Bowel outcome findings by symptom and paper.

Author Contributions: Conceptualization, L.S., AB., LB, BR.,, A.C,L.D, J.H, HL., IP.and CR,,
methodology, L.S., A.B, 1B, BR,, A.C, LD, JH.,, HL,, LP. and C.R., formal analysis, writing—
original draft preparation, A.B. and L.S., writing—review and editing, A.B., 1.B.,, BR., A.C,,L.D., ].H.,
H.L.,, LP, CR. and L.S. All authors have read and agreed to the published version of the manuscript.

Funding: This review was funded by an unrestricted project grant from 3D-Matrix (No. 302062).

Data Availability Statement: All data generated and/or analyzed during this review are included in
this published article and / or associated supplementary material and/or are included in the published
articles reviewed and referenced in this published article.

Acknowledgments: Administrative support, including obtaining journal articles, was provided by
Nathania Bestwick, Population Health Sciences Institute, Newcastle University. Support for design
of the search strategy was provided by Bogdan Metes, Medical Sciences Liaison Team, Newcastle
University Library.

Conflicts of Interest: Biran: Salary, while working on this review, was paid from an unrestricted
project grant from 3D-Matrix, held by LS and CJR and paid to institution. Bolnykh: None. Rimmer:
None. Rees: Received grant funding from ARC medical, Norgine. Medtronic, 3D-Matrix solutions
and Olympus medical; payments were made to institution. He was an expert witness for ARC medical
and Olympus medical. Cunliffe: None. Durrant: None. Hancock: Received honoria payments as a
speaker for 3D-Matrix presenting experiences of clinical use of PuraStat. Payments were made to
individual. Ludlow: None. Pedley: None. Sharp: Received unrestricted project grant funding from
3D-Matrix and Medtronic; payments were made to institution. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of the data; in the writing of the manuscript;
or in the decision to publish the results.

References

1. Andreyev, HJ.N.; Wotherspoon, A.; Denham, ].W.; Hauer-Jensen, M. “Pelvic radiation disease”: New understanding and new
solutions for a new disease in the era of cancer survivorship. Scand. J. Gastroenterol. 2010, 46, 389-397. [CrossRef] [PubMed]

2. Ludlow, H.; Green, J. Gastrointestinal symptoms of pelvic radiation disease (part 1): Literature review. Gastrointest. Nurs. 2020,
18, 40—45. [CrossRef]

3. Bacon, C.G,; Giovannucdi, E.; Testa, M.; Glass, T.A.; Kawachi, I. The association of treatment-related symptoms with quality-of-life
outcomes for localized prostate carcinoma patients. Cancer 2002, 94, 862-871. [CrossRef]

4. Ludlow, H. Gastrointestinal symptoms of pelvic radiation disease (part 2): Impact on patients and carers. Gastrointest. Nurs. 2020,
18, 44-49. [CrossRef]

5. Grodsky, M.B.; Sidani, S.M. Radiation Proctopathy. Clin. Colon Rectal Surg. 2015, 28, 103-111. [CrossRef]

6. Andreyev, H. Gastrointestinal Problems after Pelvic Radiotherapy: The Past, the Present and the Future. Clin. Oncol. 2007, 19,
790-799. [CrossRef] [PubMed]

7.  Tabaja, L.; Sidani, S.M. Management of Radiation Proctitis. Dig. Dis. Sci. 2018, 63, 2180-2188. [CrossRef]

8.  Dahiya, D.S.; Kichloo, A.; Tuma, E; Albosta, M.; Wani, F. Radiation Proctitis and Management Strategies. Clin. Endosc. 2022, 55,
22-32. [CrossRef]

9.  Ludlow, H. Pelvic radiation disease (part 3): Indentification, investigations, findings and management. Gastrointest. Nurs. 2020,
18, 26-30. [CrossRef]

10. Best Practice Pathway for Pelvic Radiation Disease. Available online: https://www.prda.org.uk/wp-content/uploads/2022/09/
PRDA_Best-Practice-Pathway_Toolkit.pdf (accessed on 5 March 2023).

11. Page, M.].; McKenzie, ].E.; Bossuyt, PM.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BM] 2021, 372, n71.
[CrossRef]

12.  Slim, K,; Nini, E.; Forestier, D.; Kwiatkowski, F.; Panis, Y.; Chipponi, ]. Methodological index for non-randomized studies
(MINORS): Development and validation of a new instrument. ANZ J. Surg. 2003, 73, 712-716. [CrossRef] [PubMed]

13. de Boer, A.G; Torp, S.; Popa, A.; Horsboel, T.; Zadnik, V.; Rottenberg, Y.; Bardi, E.; Bultmann, U.; Sharp, L. Long-term work

retention after treatment for cancer: A systematic review and meta-analysis. . Cancer Surviv. 2020, 14, 135-150. [CrossRef]
[PubMed]


https://www.mdpi.com/article/10.3390/cancers15164037/s1
https://www.mdpi.com/article/10.3390/cancers15164037/s1
https://doi.org/10.3109/00365521.2010.545832
https://www.ncbi.nlm.nih.gov/pubmed/21189094
https://doi.org/10.12968/gasn.2020.18.2.40
https://doi.org/10.1002/cncr.10248
https://doi.org/10.12968/gasn.2020.18.3.44
https://doi.org/10.1055/s-0035-1547337
https://doi.org/10.1016/j.clon.2007.08.011
https://www.ncbi.nlm.nih.gov/pubmed/17904338
https://doi.org/10.1007/s10620-018-5163-8
https://doi.org/10.5946/ce.2020.288
https://doi.org/10.12968/gasn.2020.18.4.26
https://www.prda.org.uk/wp-content/uploads/2022/09/PRDA_Best-Practice-Pathway_Toolkit.pdf
https://www.prda.org.uk/wp-content/uploads/2022/09/PRDA_Best-Practice-Pathway_Toolkit.pdf
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1046/j.1445-2197.2003.02748.x
https://www.ncbi.nlm.nih.gov/pubmed/12956787
https://doi.org/10.1007/s11764-020-00862-2
https://www.ncbi.nlm.nih.gov/pubmed/32162193

Cancers 2023, 15, 4037 17 of 20

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Popay, J.; Roberts, H.; Sowden, A.; Petticrew, M.; Arai, L.; Rodgers, M.; Britten, N.; Roen, K.; Duffy, S. Guidance on the Conduct of
Narrative Synthesis in Systematic Reviews: A product from the ESRC Methods Programme; Lancaster University: Lancaster, UK, 2006;
Volume 1, p. b92. [CrossRef]

Baloch, A.N.; Hagberg, M.; Thomée, S.; Steineck, G.; Sandén, H. Disability pension among gynaecological cancer survivors with
or without radiation-induced survivorship syndromes. J. Cancer Surviv. 2021, 16, 834-843. [CrossRef] [PubMed]

Barocas, D.A.; Alvarez, J.; Resnick, M.].; Koyama, T.; Hoffman, K.E.; Tyson, M.D.; Conwill, R.; McCollum, D.; Cooperberg,
M.R.; Goodman, M.; et al. Association Between Radiation Therapy, Surgery, or Observation for Localized Prostate Cancer and
Patient-Reported Outcomes After 3 Years. JAMA 2017, 317, 1126-1140. [CrossRef] [PubMed]

Bandarage, V.R.K.P; Billah, B.; Millar, ].L.; Evans, S. Prospective evaluation of patient-reported quality of life outcomes after
external beam radiation treatment for prostate cancer in Victoria: A cohort study by the Victorian Prostate Cancer Registry. J. Med.
Imaging Radiat. Oncol. 2016, 60, 420-427. [CrossRef]

Bergmark, K; Avall-Lundqvist, E.; Dickman, PW.; Henningsohn, L.; Steineck, G. Patient-rating of distressful symptoms after
treatment for early cervical cancer. Acta Obstet. Gynecol. Scand. 2002, 81, 443—-450. [CrossRef]

Carlsson, S.; Drevin, L.; Loeb, S.; Widmark, A.; Lissbrant, L.E.; Robinson, D.; Johansson, E.; Stattin, P.; Fransson, P. Population-based
study of long-term functional outcomes after prostate cancer treatment. BJU Int. 2015, 117, E36-E45. [CrossRef]

Chen, R.C; Basak, R.; Meyer, A.-M.; Kuo, T.-M.; Carpenter, WR.; Agans, R.P; Broughman, J.R.; Reeve, B.B.; Nielsen, M.E,;
Usinger, D.S.; et al. Association Between Choice of Radical Prostatectomy, External Beam Radiotherapy, Brachytherapy, or Active
Surveillance and Patient-Reported Quality of Life Among Men With Localized Prostate Cancer. JAMA 2017, 317, 1141-1150.
[CrossRef]

De, B.; Pasalic, D.; Barocas, D.A.; Wallis, C.J.D.; Huang, L.-C.; Zhao, Z.; Koyama, T.; Tang, C.; Goodman, M.; Hamilton, A.S,;
et al. Patient-reported Outcomes After External Beam Radiotherapy with Low Dose Rate Brachytherapy Boost vs Radical
Prostatectomy for Localized Prostate Cancer: Five-year Results From a Prospective Comparative Effectiveness Study. J. Urol.
2022, 208, 1226-1239. [CrossRef]

Downing, A.; Wright, P.; Hounsome, L.; Selby, P.; Wilding, S.; Watson, E.; Wagland, R.; Kind, P.; Donnelly, D.W.; Butcher, H.; et al.
Quality of life in men living with advanced and localised prostate cancer in the UK: A population-based study. Lancet Oncol.
2019, 20, 436-447. [CrossRef]

Drummond, EJ.; Kinnear, H.; O’leary, E.; Donnelly, N.; Gavin, A.; Sharp, L. Long-term health-related quality of life of prostate
cancer survivors varies by primary treatment. Results from the PiCTure (Prostate Cancer Treatment, your experience) study. J.
Cancer Surviv. 2015, 9, 361-372. [CrossRef]

Dunberger, G.; Lind, H.; Steineck, G.; Waldenstrom, A.-C.; Nyberg, T.; Al-Abany, M.; Nyberg, U.; Avall-Lundqvist, E. Fecal
Incontinence Affecting Quality of Life and Social Functioning Among Long-Term Gynecological Cancer Survivors. Int. |. Gynecol.
Cancer 2010, 20, 449-460. [CrossRef] [PubMed]

Dunberger, G.; Lind, H.; Steineck, G.; Waldenstrom, A.-C.; Nyberg, T.; Al-Abany, M.; Nyberg, U.; Avall-Lundqvist, E. Self-reported
symptoms of faecal incontinence among long-term gynaecological cancer survivors and population-based controls. Eur. J. Cancer
2010, 46, 606-615. [CrossRef]

Fossa, S.D.; Dahl, A.A.; Johannesen, T.B.; Gjelsvik, Y.M.; Storas, A.H.; Myklebust, T. Late Adverse Health Outcomes and Quality
of Life after curative radiotherapy + long-term ADT in Prostate Cancer Survivors: Comparison with men from the general
population. Clin. Transl. Radiat. Oncol. 2022, 37, 78-84. [CrossRef] [PubMed]

Gavin, A.T.; Drummond, FJ.; Donnelly, C.; O’Leary, E.; Sharp, L.; Kinnear, H.R. Patient-reported ‘ever had” and ‘current’ long-term
physical symptoms after prostate cancer treatments. BJU Int. 2015, 116, 397—406. [CrossRef]

Hamilton, A.S.; Stanford, J.L.; Gilliland, F.D.; Albertsen, P.C.; Stephenson, R.A.; Hoffman, R.M.; Eley, ] W.; Harlan, L.C.; Potosky,
A.L. Health Outcomes after External-Beam Radiation Therapy for Clinically Localized Prostate Cancer: Results From the Prostate
Cancer Outcomes Study. . Clin. Oncol. 2001, 19, 2517-2526. [CrossRef]

Hoffman, R.M.; Hunt, W.C.; Gilliland, F.D.; Stephenson, R.A.; Potosky, A.L. Patient satisfaction with treatment decisions
for clinically localized prostate carcinoma. Results from the Prostate Cancer Outcomes Study. Cancer 2003, 97, 1653-1662.
[CrossRef]

Hoffman, R.M.; Lo, M,; Clark, J.A.; Albertsen, P.C; Barry, M.].; Goodman, M.; Penson, D.F,; Stanford, J.L.; Stroup, A.M.; Hamilton,
A.S. Treatment Decision Regret Among Long-Term Survivors of Localized Prostate Cancer: Results from the Prostate Cancer
Outcomes Study. J. Clin. Oncol. 2017, 35, 2306-2314. [CrossRef] [PubMed]

Hoffman, K.E.; Penson, D.F;; Zhao, Z.; Huang, L.-C.; Conwill, R.; Laviana, A.A ; Joyce, D.D.; Luckenbaugh, A.N.; Goodman, M.;
Hamilton, A.S.; et al. Patient-Reported Outcomes Through 5 Years for Active Surveillance, Surgery, Brachytherapy, or External
Beam Radiation With or Without Androgen Deprivation Therapy for Localized Prostate Cancer. JAMA 2020, 323, 149-163.
[CrossRef]

Huelster, H.L.; Laviana, A.A.; Joyce, D.D.; Huang, L.-C.; Zhao, Z.; Koyama, T.; Hoffman, K.E.; Conwill, R.; Goodman, M.;
Hamilton, A.S.; et al. Radiotherapy after radical prostatectomy: Effect of timing of postprostatectomy radiation on functional
outcomes. Urol. Oncol. Semin. Orig. Investig. 2020, 38, 930.e23-930.e32. [CrossRef]


https://doi.org/10.13140/2.1.1018.4643
https://doi.org/10.1007/s11764-021-01077-9
https://www.ncbi.nlm.nih.gov/pubmed/34414517
https://doi.org/10.1001/jama.2017.1704
https://www.ncbi.nlm.nih.gov/pubmed/28324093
https://doi.org/10.1111/1754-9485.12433
https://doi.org/10.1034/j.1600-0412.2002.810512.x
https://doi.org/10.1111/bju.13179
https://doi.org/10.1001/jama.2017.1652
https://doi.org/10.1097/JU.0000000000002902
https://doi.org/10.1016/S1470-2045(18)30780-0
https://doi.org/10.1007/s11764-014-0419-6
https://doi.org/10.1111/IGC.0b013e3181d373bf
https://www.ncbi.nlm.nih.gov/pubmed/20375813
https://doi.org/10.1016/j.ejca.2009.10.023
https://doi.org/10.1016/j.ctro.2022.08.003
https://www.ncbi.nlm.nih.gov/pubmed/36093341
https://doi.org/10.1111/bju.13036
https://doi.org/10.1200/JCO.2001.19.9.2517
https://doi.org/10.1002/cncr.11233
https://doi.org/10.1200/JCO.2016.70.6317
https://www.ncbi.nlm.nih.gov/pubmed/28493812
https://doi.org/10.1001/jama.2019.20675
https://doi.org/10.1016/j.urolonc.2020.06.022

Cancers 2023, 15, 4037 18 of 20

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Johnson, TK.; Gilliland, F.D.; Hoffman, R.M.; Deapen, D.; Penson, D.E; Stanford, J.L.; Albertsen, P.C.; Hamilton, A.S. Racial/Ethnic
Differences in Functional Outcomes in the 5 Years After Diagnosis of Localized Prostate Cancer. J. Clin. Oncol. 2004, 22, 4193-4201.
[CrossRef]

Kyrdalen, A.E.; Dahl, A.A.; Hernes, E.; Smastuen, M.C.; Fossa, S.D. A national study of adverse effects and global quality of life
among candidates for curative treatment for prostate cancer. BJU Int. 2012, 111, 221-232. [CrossRef]

Lee, D.J.; Barocas, D.A.; Zhao, Z.; Huang, L.-C.; Resnick, M.J.; Koyoma, T.; Conwill, R.; McCollum, D.; Cooperberg, M.R.;
Goodman, M.; et al. Comparison of Patient-reported Outcomes After External Beam Radiation Therapy and Combined External
Beam With Low-dose-rate Brachytherapy Boost in Men With Localized Prostate Cancer. Int. J. Radiat. Oncol. 2018, 102, 116-126.
[CrossRef] [PubMed]

Lehto, U.-S.; Tenhola, H.; Taari, K.; Aromaa, A. Patients” perceptions of the negative effects following different prostate cancer
treatments and the impact on psychological well-being: A nationwide survey. Br. J. Cancer 2017, 116, 864-873. [CrossRef]
[PubMed]

Mason, S.J.; Downing, A.; Wright, P.; Hounsome, L.; E Bottomley, S.; Corner, J.; Richards, M.; Catto, ].W.; Glaser, A.W. Health-
related quality of life after treatment for bladder cancer in England. Br. J. Cancer 2018, 118, 1518-1528. [CrossRef]

Mazariego, C.G.; Egger, S.; King, M.T.; Juraskova, I.; Woo, H.; Berry, M.; Armstrong, B.K.; Smith, D.P. Fifteen year quality of
life outcomes in men with localised prostate cancer: Population based Australian prospective study. BM]J 2020, 371. [CrossRef]
[PubMed]

Mols, E; Korfage, 1.].; Vingerhoets, A.J.; Kil, PJ.; Coebergh, ] WW.; Essink-Bot, M.-L.; van de Poll-Franse, L.V. Bowel, Urinary, and
Sexual Problems Among Long-Term Prostate Cancer Survivors: A Population-Based Study. Int. |. Radiat. Oncol. 2009, 73, 30-38.
[CrossRef]

Moon, D.H,; Basak, R.S.; Usinger, D.S.; Dickerson, G.A.; Morris, D.E.; Perman, M.; Lim, M.; Wibbelsman, T.; Chang, J.; Crawford,
Z.; et al. Patient-reported Quality of Life Following Stereotactic Body Radiotherapy and Conventionally Fractionated External
Beam Radiotherapy Compared with Active Surveillance Among Men with Localized Prostate Cancer. Eur. Urol. 2019, 76, 391-397.
[CrossRef]

Nguyen-Nielsen, M.; Meller, H.; Tjenneland, A.; Borre, M. Patient-reported outcome measures after treatment for prostate cancer:
Results from the Danish Prostate Cancer Registry (DAPROCAdata). Cancer Epidemiol. 2019, 64, 101623. [CrossRef]

Nossiter, J.; Sujenthiran, A.; Cowling, T.E.; Parry, M.G.; Charman, S.C.; Cathcart, P; Clarke, N.W.; Payne, H.; van der Meulen,
J.; Aggarwal, A. Patient-Reported Functional Outcomes After Hypofractionated or Conventionally Fractionated Radiation for
Prostate Cancer: A National Cohort Study in England. J. Clin. Oncol. 2020, 38, 744-752. [CrossRef] [PubMed]

O'neil, B.; Hoffman, K.E.; Koyama, T.; Alvarez, ].R.; Conwill, RM.; Albertsen, P.C.; Cooperberg, M.R.; Goodman, M.; Greenfield,
S.; Hamilton, A.S.; et al. Patient Reported Comparative Effectiveness of Contemporary Intensity Modulated Radiation Therapy
Versus External Beam Radiation Therapy of the Mid 1990s for Localized Prostate Cancer. Urol. Pract. 2017, 5, 471-479. [CrossRef]
[PubMed]

Ong, W.L,; Evans, M.; Papa, N.; Millar, J. Real-world utilisation of brachytherapy boost and patient-reported functional outcomes
in men who had external beam radiation therapy for prostate cancer in Australia. Clin. Transl. Radiat. Oncol. 2022, 37, 19-24.
[CrossRef]

Parry, M.G.; Nossiter, J.; Cowling, T.E.; Sujenthiran, A.; Berry, B.; Cathcart, P.; Clarke, N.W.; Payne, H.; van der Meulen, | ;
Aggarwal, A. Toxicity of Pelvic Lymph Node Irradiation With Intensity Modulated Radiation Therapy for High-Risk and Locally
Advanced Prostate Cancer: A National Population-Based Study Using Patient-Reported Outcomes. Int. J. Radiat. Oncol. 2020, 108,
1196-1203. [CrossRef] [PubMed]

Parry, M.G.; Nossiter, J.; Cowling, T.E.; Sujenthiran, A.; Berry, B.; Cathcart, P.; Clarke, N.W,; Payne, H.; van der Meulen, | ;
Aggarwal, A. Patient-reported functional outcomes following external beam radiation therapy for prostate cancer with and
without a high-dose rate brachytherapy boost: A national population-based study. Radiother. Oncol. 2020, 155, 48-55. [CrossRef]
[PubMed]

Parry, M.G.; Nossiter, ].; Sujenthiran, A.; Cowling, T.E.; Patel, RN.; Morris, M.; Berry, B.; Cathcart, P; Clarke, N.W.; Payne, H.; et al.
Impact of High-Dose-Rate and Low-Dose-Rate Brachytherapy Boost on Toxicity, Functional and Cancer Outcomes in Patients
Receiving External Beam Radiation Therapy for Prostate Cancer: A National Population-Based Study. Int. ]. Radiat. Oncol. 2020,
109, 1219-1229. [CrossRef]

Pasalic, D.; Barocas, D.A.; Huang, L.; Zhao, Z.; Koyama, T.; Tang, C.; Conwill, R.; Goodman, M.; Hamilton, A.S.; Wu, X.; et al.
Five-year outcomes from a prospective comparative effectiveness study evaluating external-beam radiotherapy with or without
low-dose-rate brachytherapy boost for localized prostate cancer. Cancer 2021, 127, 1912-1925. [CrossRef]

Potosky, A.L.; Legler, J.; Albertsen, P.C.; Stanford, J.L.; Gilliland, ED.; Hamilton, A.S.; Eley, ] W.; Stephenson, R.A.; Harlan, L.C.
Health Outcomes After Prostatectomy or Radiotherapy for Prostate Cancer: Results From the Prostate Cancer Outcomes Study.
Guynecol. Oncol. 2000, 92, 1582-1592. [CrossRef]

Potosky, A.L.; Davis, W.W.; Hoffman, R.M.; Stanford, J.L.; Stephenson, R.A.; Penson, D.F,; Harlan, L.C. Five-Year Outcomes After
Prostatectomy or Radiotherapy for Prostate Cancer: The Prostate Cancer Outcomes Study. Gynecol. Oncol. 2004, 96, 1358-1367.
[CrossRef]


https://doi.org/10.1200/JCO.2004.09.127
https://doi.org/10.1111/j.1464-410X.2012.11198.x
https://doi.org/10.1016/j.ijrobp.2018.05.043
https://www.ncbi.nlm.nih.gov/pubmed/30102188
https://doi.org/10.1038/bjc.2017.30
https://www.ncbi.nlm.nih.gov/pubmed/28222069
https://doi.org/10.1038/s41416-018-0084-z
https://doi.org/10.1136/bmj.m3503
https://www.ncbi.nlm.nih.gov/pubmed/33028540
https://doi.org/10.1016/j.ijrobp.2008.04.004
https://doi.org/10.1016/j.eururo.2019.02.026
https://doi.org/10.1016/j.canep.2019.101623
https://doi.org/10.1200/JCO.19.01538
https://www.ncbi.nlm.nih.gov/pubmed/31895608
https://doi.org/10.1016/j.urpr.2017.09.008
https://www.ncbi.nlm.nih.gov/pubmed/37312333
https://doi.org/10.1016/j.ctro.2022.08.009
https://doi.org/10.1016/j.ijrobp.2020.07.031
https://www.ncbi.nlm.nih.gov/pubmed/32717261
https://doi.org/10.1016/j.radonc.2020.10.019
https://www.ncbi.nlm.nih.gov/pubmed/33075390
https://doi.org/10.1016/j.ijrobp.2020.11.023
https://doi.org/10.1002/cncr.33388
https://doi.org/10.1093/jnci/92.19.1582
https://doi.org/10.1093/jnci/djh259

Cancers 2023, 15, 4037 19 of 20

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Pryor, D.I.; Martin, ] M.; Millar, ].L.; Day, H.; Ong, W.L.; Skala, M.; FitzGerald, L.M.; Hindson, B.; Higgs, B.; O’callaghan, M.E.;
et al. Evaluation of Hypofractionated Radiation Therapy Use and Patient-Reported Outcomes in Men With Nonmetastatic
Prostate Cancer in Australia and New Zealand. JAMA Netw. Open 2021, 4, €2129647. [CrossRef]

Resnick, M.].; Koyama, T.; Fan, K.-H.; Albertsen, P.C.; Goodman, M.; Hamilton, A.S.; Hoffman, R.M.; Potosky, A.L.; Stanford, J.L.;
Stroup, A.M,; et al. Long-Term Functional Outcomes after Treatment for Localized Prostate Cancer. N. Engl. ]. Med. 2013, 368,
436-445. [CrossRef]

Schwartz, K.; Bunner, S.; Bearer, R.; Severson, R.K. Complications from treatment for prostate carcinoma among men in the
Detroit area. Cancer 2002, 95, 82—-89. [CrossRef] [PubMed]

Smith, D.P; King, M.T.; Egger, S.; Berry, M.P; Stricker, P.D.; Cozzi, P.; Ward, J.; O’Connell, D.L.; Armstrong, B.K. Quality of
life three years after diagnosis of localised prostate cancer: Population based cohort study. BM] 2009, 339, b4817. [CrossRef]
[PubMed]

Steineck, G.; Skokic, V.; Sjoberg, F; Bull, C.; Alevronta, E.; Dunberger, G.; Bergmark, K.; Wilderdng, U.; Oh, ].H.; Deasy, ].O.; et al.
Identifying radiation-induced survivorship syndromes affecting bowel health in a cohort of gynecological cancer survivors. PLoS
ONE 2017, 12, e0171461. [CrossRef] [PubMed]

Tyson, M.D.; Alvarez, ].; Koyama, T.; Hoffman, K.E.; Resnick, M.].; Wu, X.-C.; Cooperberg, M.R.; Goodman, M.; Greenfield, S.;
Hamilton, A.S.; et al. Racial Variation in Patient-Reported Outcomes Following Treatment for Localized Prostate Cancer: Results
from the CEASAR Study. Eur. Urol. 2016, 72, 307-314. [CrossRef]

Tyson, M.D.; Koyama, T.; Lee, D.; Hoffman, K.E.; Resnick, M.].; Wu, X.-C.; Cooperberg, M.R.; Goodman, M.; Greenfield, S.;
Hamilton, A.S.; et al. Effect of Prostate Cancer Severity on Functional Outcomes After Localized Treatment: Comparative
Effectiveness Analysis of Surgery and Radiation Study Results. Eur. Urol. 2018, 74, 26-33. [CrossRef]

van de Poll-Franse, L.V.; Pijnenborg, ] M.; Boll, D.; Vos, M.C.; Berg, H.v.D.; Lybeert, M.L.; de Winter, K.; Kruitwagen, R.F. Health
related quality of life and symptoms after pelvic lymphadenectomy or radiotherapy vs. no adjuvant regional treatment in
early-stage endometrial carcinoma: A large population-based study. Gynecol. Oncol. 2012, 127, 153-160. [CrossRef]

Wallis, C.J.; Huang, L.-C.; Zhao, Z.; Penson, D.E; Koyama, T.; Conwill, R.; Tallman, ].E.; Goodman, M.; Hamilton, A.S.; Wu, X.-C,;
et al. Association between pelvic nodal radiotherapy and patient-reported functional outcomes through 5 years among men
undergoing external-beam radiotherapy for prostate cancer: An assessment of the comparative effectiveness analysis of surgery
and radiation (CEASAR) cohort. Urol. Oncol. Semin. Orig. Investig. 2022, 40, 56.e1-56.e8. [CrossRef]

Donnelly, D.W.; Donnelly, C.; Kearney, T.; Weller, D.; Sharp, L.; Downing, A.; Wilding, S.; Wright, P.; Kind, P.; Catto, ] W.; et al.
Urinary, bowel and sexual health in older men from Northern Ireland. BJU Int. 2018, 122, 845-857. [CrossRef]

Al-Abany, M.; Helgason, R.; Crongvist, A.-K.; Svensson, C.; Wersill, P; Steineck, G. Long-term Symptoms after External Beam
Radiation Therapy for Prostate Cancer with Three or Four Fields. Acta Oncol. 2002, 41, 532-542. [CrossRef]

Crook, J.; Esche, B.; Futter, N. Effect of pelvic radiotherapy for prostate cancer on bowel, bladder, and sexual function: The
patient’s perspective. Urology 1996, 47, 387-394. [CrossRef]

Sharp, L.; Cotton, S.; Little, J.; Gray, N.M.; Cruickshank, M.; Smart, L.; Thornton, A.; Waugh, N.; Walker, L.; on behalf of the
TOMBOLA group. Psychosocial Impact of Alternative Management Policies for Low-Grade Cervical Abnormalities: Results from
the TOMBOLA Randomised Controlled Trial. PLoS ONE 2013, 8, e80092. [CrossRef] [PubMed]

Donovan, K.A.; Boyington, A.R.; Judson, P.L.; Wyman, J.F. Bladder and bowel symptoms in cervical and endometrial cancer
survivors. Psycho-Oncology 2014, 23, 672-678. [CrossRef] [PubMed]

Lemanska, A.; Dearnaley, D.; Jena, R.; Sydes, M.; Faithfull, S. Older Age, Early Symptoms and Physical Function are Associated
with the Severity of Late Symptom Clusters for Men Undergoing Radiotherapy for Prostate Cancer. Clin. Oncol. 2018, 30, 334-345.
[CrossRef] [PubMed]

Di Donato, V.; Di Pinto, A.; Giannini, A.; Caruso, G.; D’Oria, O.; Tomao, F.; Fischetti, M.; Perniola, G.; Palaia, I.; Muzii, L.;
et al. Modified fragility index and surgical complexity score are able to predict postoperative morbidity and mortality after
cytoreductive surgery for advanced ovarian cancer. Gynecol. Oncol. 2020, 161, 4-10. [CrossRef] [PubMed]

Fokdal, L.; Hoyer, M.; Meldgaard, P.; von der Maase, H. Long-term bladder, colorectal, and sexual functions after radical
radiotherapy for urinary bladder cancer. Radiother. Oncol. 2004, 72, 139-145. [CrossRef]

Crump, R.T.,; Peterson, A.; Charbonneau, C.; Carlson, K.V.; Sutherland, ].M.; Baverstock, R.J. Evaluating the measurement
properties of the 26-item Expanded Prostate Cancer Index Composite (EPIC-26) with a multicenter cohort. Can. Urol. Assoc. J.
2019, 14, 111-117. [CrossRef]

Halkett, G.; Aoun, S.; Hayne, D.; Lund, J.-A.; Gruen, A.; Villa, J.; Livi, L.; Arcangeli, S.; Velikova, G.; Spry, N. EORTC radiation
proctitis-specific quality of life module-Pretesting in four European countries. Radiother. Oncol. 2010, 97, 294-300. [CrossRef]
Halkett, G.K.B.; Wigley, C.A.; Aoun, S.M.; Portaluri, M.; Tramacere, F; Livi, L.; Detti, B.; Arcangeli, S.; Lund, J.-A.; Kristensen, A.;
et al. International validation of the EORTC QLQ-PRT20 module for assessment of quality of life symptoms relating to radiation
proctitis: A phase IV study. Radiat. Oncol. 2018, 13, 162. [CrossRef]

About Pelvic Radiation Disease (PRD) |Jo’s Cervical Cancer Trust. (n.d.). Available online: https://www.jostrust.org.uk/
information/living-with-cervical-cancer/prd/about (accessed on 23 February 2023).

Patient Stories-PRDA. (n.d.). Available online: https://www.prda.org.uk/patient-stories/ (accessed on 23 February 2023).


https://doi.org/10.1001/jamanetworkopen.2021.29647
https://doi.org/10.1056/NEJMoa1209978
https://doi.org/10.1002/cncr.10650
https://www.ncbi.nlm.nih.gov/pubmed/12115320
https://doi.org/10.1136/bmj.b4817
https://www.ncbi.nlm.nih.gov/pubmed/19945997
https://doi.org/10.1371/journal.pone.0171461
https://www.ncbi.nlm.nih.gov/pubmed/28158314
https://doi.org/10.1016/j.eururo.2016.10.036
https://doi.org/10.1016/j.eururo.2018.02.012
https://doi.org/10.1016/j.ygyno.2012.06.007
https://doi.org/10.1016/j.urolonc.2021.04.035
https://doi.org/10.1111/bju.14182
https://doi.org/10.1080/02841860214963
https://doi.org/10.1016/S0090-4295(99)80458-0
https://doi.org/10.1371/journal.pone.0080092
https://www.ncbi.nlm.nih.gov/pubmed/24386076
https://doi.org/10.1002/pon.3461
https://www.ncbi.nlm.nih.gov/pubmed/24481859
https://doi.org/10.1016/j.clon.2018.01.016
https://www.ncbi.nlm.nih.gov/pubmed/29459102
https://doi.org/10.1016/j.ygyno.2020.08.022
https://www.ncbi.nlm.nih.gov/pubmed/33223220
https://doi.org/10.1016/j.radonc.2004.05.006
https://doi.org/10.5489/cuaj.5997
https://doi.org/10.1016/j.radonc.2010.04.001
https://doi.org/10.1186/s13014-018-1107-x
https://www.jostrust.org.uk/information/living-with-cervical-cancer/prd/about
https://www.jostrust.org.uk/information/living-with-cervical-cancer/prd/about
https://www.prda.org.uk/patient-stories/

Cancers 2023, 15, 4037 20 of 20

73. Ludlow, H.; Green, J.; Turner, J. Late gastrointestinal effects of pelvic radiation: A nurse-led service. Br. J. Nurs. 2017, 26.
[CrossRef]

74. TARC; WHO. Data Visualization Tools for Exploring the Global Cancer Burden in 2020. Available online: https:/ /gco.iarc.fr/
today/home (accessed on 5 March 2023).

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.12968/bjon.2017.26.4.S15
https://gco.iarc.fr/today/home
https://gco.iarc.fr/today/home

	Introduction 
	Methods 
	Information Sources and Search Strategy 
	Screening 
	Eligibility Criteria 
	Exclusion Criteria 
	Data Extraction and Quality Appraisal 
	Data Synthesis 

	Results 
	Search Results and Characteristics of Eligible Papers 
	Quality Appraisal 
	Symptom Prevalence Cross-Sectionally and over Time 
	Comparisons with Non-Irradiated Populations 
	Survivor Characteristics 
	Comparison of Radiotherapy Treatments 
	Findings by Symptom 
	Bowel Function 
	Bowel Problems Prevalence 
	Urgency 
	Bleeding (Anal or Rectal Bleeding or Blood in Stools) 
	Incontinence (Fecal Leakage or Unintended Emptying of Bowels) 
	Diarrhea 
	Abdominal Pain/Painful Bowel Movements 
	Painful Hemorrhoids 
	Rectal Wetness 
	Constipation 
	Mucous 
	Frequency 
	Gas 


	Discussion 
	Conclusions 
	References

