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INTRODUCTION
Background

The global incidence of colorectal cancer (CRC) continues to increase,
accompanied by improvements in overall and disease-specific sur-
vival.! Consequently, there are about 5 million survivors of CRC
worldwide, with a range of unmet needs affecting physical, psycho-
logical, and social functioning.? Gastrointestinal dysfunction is a
common problem following surgical treatment for CRC, with a re-
ported incidence of up to 50% at 10 years post-operatively.® It
presents with a constellation of symptoms, including abdominal pain
and distension and variable bowel habits (e.g. constipation, diarrhoea,
fragmentation), all of which require different management strate-
gies.*® These long-term sequelae can have a significant impact on
patients' overall well-being and quality of life (QoL). Recent studies
have shown that a specific cause for gastrointestinal symptoms was
found in 80% of patients when examined in a clinic dedicated to late
sequelae after colorectal surgery. Additionally, 70% of these patients
experienced improvement after treatment.” Similar outcomes were
observed in a nurse-led clinic,® highlighting the clinical and socio-
economic value of recognising and addressing of these complications.

Gastrointestinal symptoms are a common long-term conse-
quence of oncological colorectal resections. Different symptom pat-
terns occur, depending on the specific resection type performed, due
to the different underlying pathophysiological mechanisms respon-
sible for the gastrointestinal function. A right-sided hemicolectomy
involves the resection of the ileocaecal valve, which has an important
role in maintaining normal gastrointestinal function. Right sided
colonic resections are associated with bile salt malabsorption which
can lead to symptoms of diarrhoea.**'° Small bowel bacterial over-
growth may also occur following a right hemicolectomy, which can
further exacerbate bowel dysfunction.? It is estimated that approxi-

mately one in five patients undergoing a right-sided colectomy

experience loose stool, increased bowel frequency and/or increased
nocturnal defecation.**! Some of these symptoms may improve or
resolve spontaneously over time. However, many patients have
persistent bowel dysfunction.

Left sided resections have a different symptom profile, which
includes diarrhoea, stool fragmentation, a feeling of obstruction
and prolonged evacuation time.*2 It is hypothesised that this is
secondary to the reduction in absorptive capacity of water
following left sided colonic resections.” Additionally, the resection
of the rectosigmoid junction, which acts as a high-pressure barrier
that prevents rapid stool transit into the rectum, could also be a
contributing factor in developing faecal incontinence.?**® Func-
tional outcomes after rectal resections have been investigated in
several studies.*'® Low anterior resection syndrome (LARS),
although still not clearly defined, is considered to be a condition
with a multifactorial aetiology. Key contributing factors include the
loss of reservoir function, decrease in anal sphincter function,
afferent sensory loss, and autonomic denervation.®'® Additional
contributing factors include the potential compromise of the sen-
sory and motor functions of the colon due to traction and iatro-
genic injury to colonic vascularisation and/or innervation during
surgery during colonic mobilisation.?”*® Surgical denervation of the
left colon, leads to disruption of a-sympathetic pathways, leading
to increased colon motility and loose stool.!? Furthermore, alter-
ations in the meal response, particularly affecting the rectosigmoid
brake cyclic motor pattern, are observed after low anterior
resection.’® These complex and multifactorial pathophysiological
mechanisms can lead to symptoms such as diarrhoea, increased
frequency, urgency, fragmentation, incomplete evacuation and in-
continence for flatus and/or faeces.'>?*

Neoadjuvant radiotherapy in rectal cancer patients has improved
oncological outcomes.??2% However, the long-term adverse effects of
radiotherapy may lead to more pronounced bowel dysfunction in

irradiated patients compared to patients who undergo surgery
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alone.?*?5 Pre-operative radiotherapy is associated with long-term
increased bowel frequency, urgency and soiling.2¢~2% Whether or
not the patient has undergone radiotherapy should be taken into
account when composing a treatment plan, since tissue damage due
to radiation is not expected to improve over time. Late radiation
tissue injury is estimated to affect between 5% and 15% of long-term
survivors who received radiotherapy.?®

We are aware of the significance of preventive measures in
addressing these gastrointestinal symptoms, including the consider-
ation of pre-treatment options. Nevertheless, the primary focus of
this guideline is to synthesise the available up-to-date evidence on
the adequate assessment and management of the gastrointestinal
symptoms that manifest after colorectal resections.

Previous guidelines regarding the management of gastrointes-
tinal symptoms after oncological colorectal surgery have primarily
focussed on rectal cancer patients experiencing LARS*® or addressed
all possible sequelae (i.e., including urinary incontinence, sexual
dysfunction and chemotherapy-induced symptoms) resulting in a
limited focus on pure gastrointestinal symptoms.>° Therefore, an
updated guideline focussing on gastrointestinal symptoms after any
oncological colorectal resection, using the best available evidence,
was an unmet need. The goal of this project was to create an up-to-
date joint European, multidisciplinary guideline on the assessment
and management of all gastrointestinal symptoms after oncological

colorectal resections, using the best available evidence.

Methods

This guideline has been created in collaboration with patient repre-
sentatives and members of the United European Gastroenterology
(UEG), European Society of Coloproctology (ESCP), European Asso-
ciation of Endoscopic Surgery (EAES), European Society for Primary
Care Gastroenterology (ESPCG), European Society for Clinical
Nutrition and Metabolism (ESPEN), European Society of Neuro-
gastroenterology and Motility (ESNM) and the European Society of
Surgical Oncology (ESSO). The patient representatives involved were
selected from the target population of individuals intended to use
this guideline, as they either currently experienced gastrointestinal
symptoms after colorectal surgery or had experienced them in the
past. They were represented in each working group, provided feed-
back on the research (PICO) questions and were asked to vote on the
importance of outcomes.

This guideline provides guidance on the role of diagnostic mo-
dalities and the effectiveness of treatment options for gastrointes-
tinal symptoms following colorectal surgery. The guideline consists of
two parts: Part |—Sequelae to oncological diseases and Part |l—
Sequelae to benign diseases. Both parts contain the following
chapters:

- Diagnosis

- First-line treatment

- Second-line therapies | Non-surgical interventions
- Second-line therapies | Surgical interventions

The guideline is intended for use by all healthcare professionals
who treat patients who experience gastrointestinal symptoms after
colorectal surgery (e.g. nurses, general practitioners, dietitians, gas-
troenterologists, colorectal surgeons, etc.). It can also serve as a
source of information for patients seeking knowledge about the
diagnosis and treatment options for their gastrointestinal symptoms
in order to improve QolL. This guideline project was funded by the
ESCP and UEG. The Guideline Development Group (GDG) had full
control over the development of the protocol and the guideline
without any influence from the funding body. The full methods are
provided in Supporting Information S1: Appendix 1. The evidence-to-
decision frameworks are provided in Supporting Information S2:
Appendix 2. Before presenting the systematic literature review, we
provide an overview of the recommendations, including a schematic

representation in a treatment algorithm (Figure 1).

RECOMMENDATIONS

Legend: Wording and colour of recommendations

Quality of the evidence according to
GRADE®*?2

. Moderate level
. Low level

Very low level

Wording
recommendation

‘Should be used’
‘Could be used’
‘Can be considered’

Good practice statement

Diagnosis and classification of gastrointestinal symptoms after
oncological colorectal resections

. Health care professionals should assess other post-operative
symptoms, including altered stool consistency, variable or
unpredictable bowel function, emptying difficulties, involuntary
loss of faeces or gas and/or urgency.

Low level of evidence; upgraded by the GDG (see evidence to decision
framework in Supporting Information S2: Appendix 2)

. Health care professionals should assess postoperative pain,
including the frequency, duration and intensity of pain after
oncological resections. The impact of pain, including the impact on
sleep and daily activities should also be considered
Low level of evidence; upgraded by the GDG (see evidence to decision
framework in Supporting Information S2: Appendix 2)

Physical examination should be performed in patients, including
an abdominal examination and (digital) anorectal examination
Good Practice Statement, ungraded

. A colonoscopy could be used to rule out anatomical causes (i.e.
anastomotic stenosis, local recurrence)
Very low level of evidence; upgraded by the GDG (see evidence to
decision framework in Supporting Information S2: Appendix 2)

Anorectal manometry alone should not be used as a diagnostic
modality in patients
Very low level of evidence
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Algorithm for the management of gastrointestinal symptoms after oncological
colorectal resections

Diagnosis and classification of symptoms:

emptying difficulties, urgency, etc.)

discussed

History taking (altered stool consistency, variable bowel function, abdominal pain,
The patient’s concerns and own beliefs regarding the symptoms should be
Physical examination: abdominal examination and/or rectal examination

Validated questionnaires (i.e. Vaizey, Wexner, FIQL, EORTC QLQ C30, EORTC QLQ
C29 or LARS) should be used in the evaluation of symptoms

|

procedural suitability.

At every stage of the treatment pathway, the sequence of therapeutic interventions
and the corresponding approach should be decided using shared decision making,
considering patient preferences, procedural availability and expertise and

|

Have oncological causes (local recurrence/metastases)
been ruled out as a cause for the symptoms?

Consider further oncological workup
(colonoscopy, CT-scan, etc.)

!

First-line treatment:

routine)

anti-diarrheal medicat ion as loperamide)

psychotherapy)

Dietary adjustments (i.e. optimal fibre and fluid intake)

Lifestyle adjustments (i.e. weight loss, smoking cessation)

Education including basic behavioural advice (bowel training, toilet

Il Medication (i.e. stool bulking agents as psyllium, laxatives as macrogol or

Psychosocial interventions (i.e. cognitive behavioural training or

!

}

Pelvic floor physiotherapy

M Percutaneous posterior tibial nerve stimulation

stoma after oncological colorectal resection

Stoma

Second-line treatment | Non-surgical Second-line treatment | Surgical

Transanal irrigation Antegrade enema (i.e. by percutaneous endoscopic
caecostomy)

M Sacral neuromodulation

Pre-operative stoma education in patients who will
Post-operative stoma education in patients with a undergo stoma formation

Legend

Il Moderate level of evidence
Low level of evidence
Very low level of evidence
Good practice statment

FIGURE 1 Treatment algorithm gastrointestinal symptoms.

(Continued)

Health care professionals should use a validated questionnaire in
order to evaluate gastrointestinal symptoms
Very low level of evidence

First-line treatment of gastrointestinal symptoms after onco-

logical colorectal resections

Basic behavioural advice (i.e., toilet routine, bowel training) can
be considered
Good Practice Statement, ungraded

(Continued)

Dietary adjustments (i.e., optimal fibre and fluid intake) can be
considered
Very low level of evidence

Lifestyle adjustments, especially weight loss in overweight
patients and smoking cessation in active smokers, could be used

Low level of evidence

Medication (i.e., stool bulking agents as psyllium, laxatives as
macrogol, anti-diarrheal medication such as loperamide, and/
or bile acid binders such as cholestyramine) could be used
Low level of evidence
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(Continued)

Psychosocial interventions (i.e., cognitive behavioural training or
psychotherapy) can be considered once other pathology has been
ruled out

Good Practice Statement, ungraded

Second-line treatment of gastrointestinal symptoms after
oncological colorectal resections | Non-surgical interventions

Transanal irrigation can be considered
Very low level of evidence

. Pelvic floor physiotherapy could be used, if an experienced
therapist is available to guide the patient
Low level of evidence

. Percutaneous posterior tibial nerve stimulation could be used, if
expertise is available at the local treatment facility
Low level of evidence

Post-operative stoma education can be considered in patients
with a stoma after oncological colorectal resections
Good Practice Statement, ungraded

Second-line treatment of gastrointestinal symptoms after
oncological colorectal resections | Surgical interventions

An antegrade enema (i.e. by percutaneous endoscopic
caecostomy) can be considered as treatment for faecal
incontinence after a total mesorectal excision for rectal cancer
Very low level of evidence

. Sacral neuromodulation could be used in patients with LARS/
faecal incontinence
Moderate level of evidence; downgraded by the GDG GDG (see
evidence to decision framework in Supporting Information S2:
Appendix 2)

A stoma can be considered in patients with faecal incontinence,
for patients with refractory symptoms
Very low level of evidence

Pre-operative stoma education can be considered in patients who
will undergo stoma formation
Good Practice Statement, ungraded

DIAGNOSIS

Introduction

Assessment of gastrointestinal symptoms should be a routine part of
cancer follow-up after surgery for CRC. A detailed patient history
regarding symptoms is essential, including onset and severity of
symptoms. These should be appropriately investigated using a variety
of diagnostic modalities. This chapter focuses on the diagnosis of

gastrointestinal symptoms following oncological colorectal resections.

Review questions
The following questions form the basis of our evidence review:

1. Which factors should be assessed during history taking?

- Altered stool consistency, variable, unpredictable bowel func-
tion, abdominal pain, emptying difficulties, involuntary loss of
faeces or gas, urgency

- Which validated questionnaires could be applied?

2. Which physical examination should be performed prior to
treatment?

- Value of digital rectal examination

- Value of abdominal exam

3. Which additional diagnostic modalities should be applied prior to
treatment?

- Value of colonoscopy

- Value of anorectal manometry

History taking

The initial step in identifying any symptoms of gastrointestinal
dysfunction is a thorough medical history. A detailed history
regarding bowel function should be taken, this should include specific
guestions to explore altered stool consistency, variable or unpre-
dictable bowel function, emptying difficulties, involuntary loss of
faeces or gas and/or urgency complaints. For specific information on
the diagnosis and treatment options for faecal incontinence, please
refer to the European guideline on faecal incontinence.?® Due to the
potentially sensitive and personal nature of these symptoms, all
questions should be asked in a sensitive manner, taking into account
cultural preferences.®*%°

Assessment of pain is important following an oncological colo-
rectal resection, with Mortenson et al. highlighting the relevant aspects
of a pain which should be elicited during the process of history taking.3¢
A study assessing pain in Danish patients following surgery for rectal
cancer patients identified significant domains on pain and their impact
on Qol, including; frequency of pain, duration of pain, the intensity of
pain throughout daily life, intensity of pain when most intense, pain
affecting night's sleep and the abandonment of activities. Independent
risk factors for post-operative painincluded, age <50 years, female sex,
open surgery and radiotherapy with or without chemotherapy. Pro-
longed pelvic pain, defined as pain that has persisted for more than
6 months, is reported in up to 23% of CRC survivors.®” Furthermore, it
is important to elicit the multidimensional nature of pain, including the
possibility of phantom pain following rectal resection.*®’ Fear of
cancer recurrence is important in this patient cohort and must be
appropriately explored.*>** Health care professionals should be aware
of the fact stress and anxiety in cancer survivors could be a contrib-
uting factor in the experienced symptoms.*?

The broader impact of symptoms on the patient's physical, psy-

chological and social well-being should be explored. Alongside, this
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any current or previous treatments and their impact should be
appropriately explored and assessed. Understanding patient's pref-
erences, including their ability to adhere/tolerate a specific certain
treatment plan should also be explored to appropriately guide shared
decision-making

The use of validated questionnaires to assess for gastrointestinal
symptoms post-operatively is a valuable method to objectively assess
and record symptoms. This allows for the objective comparison of
symptoms between patients, enables serial monitoring, assesses
treatment response and ensures homogeneity in outcome report
within research studies. Chen et al. reported many different validated
questionnaires, all capable of detecting clinically significant differ-
ences in patients with gastrointestinal symptoms.*® The authors
recommended that the LARS score or the Memorial Sloan-Kettering
Cancer Centre Bowel Function Instrument would be the best options
to capture anorectal function after surgery for rectal cancer. Due to
the brevity and ease of use in daily practice, the LARS score, has
become the preferred questionnaire to assess anorectal function.**
In keeping with these recommendations, the GDG recommends the
use of the following validated questionnaires: the Vaizey score,** the
Wexner score®® or the Faecal Incontinence Quality of Life scale
(FIQL)* for evaluating faecal incontinence. For evaluating faecal in-
continence. The European Organisation for Research and Treatment
of Cancer QoL Questionnaire Core Questionnaire (EORTC QLQ -
C30)*® and its CRC module (-CR29)*° could be used to assess all
other relevant symptoms and QoL after oncological colorectal re-
sections, in conjunction with the LARS score.’®

Although the management of urinary and sexual dysfunction
following oncological colorectal resections is beyond the scope of
these guidelines, we would like to advise addressing these symptoms
(e.g. voiding dysfunction, urinary incontinence, erectile dysfunction,
or dyspareunia) as part of standard history-taking. If there is any
suggestion of post-operative dysfunction within these domains, we
recommend referring the patient to the appropriate specialist for
further adequate assessment and management of their symptoms.

Physical examination

There is no high quality evidence assessing the role and importance
of physical examination in the diagnosis of gastrointestinal symptoms
after oncological colorectal resections. Physical examination of the
patient is always warranted and starts with a general observation of
the patient. An abdominal examination should be performed, looking
for any clinical signs of possible locoregional or metastatic disease,
and any stigmata of other gastrointestinal conditions. Palpation of
inguinal lymph nodes in rectal cancer patients should be consid-
ered.>° Due to the critical significance of a thorough physical exam-
ination in the diagnosis of any medical condition, the GDG has opted
to upgrade the level of evidence for this recommendation.

Digital rectal examination could be performed to assess for
anastomotic pathology including stenosis in patients with a low

anastomosis who present with gastrointestinal symptoms after

oncological colorectal resections. Digital rectal examination can be
considered in all other patients with a remaining anal sphincter
complex after resection and should always include an inspection of
the entire anorectal region. It can be performed in several positions
as the left lateral position, or lithotomy position.’*? Due to the
importance of a thorough physical examination in the diagnosis of
any medical condition, the GDG has opted to upgrade the level of
evidence for this recommendation.

Diagnostic modalities

There are avariety of diagnostic modalities which can be used to assess
and evaluate gastrointestinal symptoms, including colonoscopy, ano-
rectal manometry or endoanal ultrasound. Bjoern et al. and Vollebregt
et al. assessed the clinical utility of manometry in patients with
gastrointestinal symptoms after oncological colorectal resections.”>>*
Bjoern et al. prospectively analysed 48 Danish rectal cancer
patients following transanal or laparoscopic TME (TaTME and
LaTME) at a mean follow-up time of 41 months. The mean anal
sphincter resting pressure did not differ significantly between the
groups. There was no significant correlation between the LARS score
and manometry parameters, including resting or squeeze pressures.
However, the resting and squeezing pressures of the anal sphincter
were generally lower than that compared to healthy individuals.
Vollebregt et al. compared the results of high-resolution anorectal
manometry in 21 consecutive male patients with LARS to 37 healthy
men. They conclude that more than 50% of male patients with LARS
had altered anal slow-wave pressure activity and that further
research is warranted. A colonoscopy should be used to rule out
anatomical causes (i.e. local regrowth or anastomotic stenosis) for the
gastrointestinal symptoms.>>>¢ The use of transanal or endoscopic
ultrasound can be considered in the work-up of gastrointestinal
symptoms if the appropriate expertise is available in the institution.®”
Recommendations for the diagnosis and classification of
gastrointestinal symptoms after oncological colorectal resections

. Health care professionals should assess other post-operative
symptoms, including altered stool consistency, variable or
unpredictable bowel function, emptying difficulties, involuntary
loss of faeces or gas and/or urgency
Low level of evidence; upgraded by the GDG (see evidence to decision
framework in Supporting Information S2: Appendix 2)

. Health care professionals should assess postoperative pain,
including the frequency, duration and intensity of pain after
oncological resections. The impact of pain, including the impact
on sleep and daily activities should also be considered.

Low level of evidence; upgraded by the GDG (see evidence to
decision framework in Supporting Information S2: Appendix 2)

Physical examination should be performed in patients,
including an abdominal examination and (digital) anorectal
examination

Good Practice Statement, ungraded

(Continues)
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(Continued)

. A colonoscopy could be used to rule out anatomical causes (i.e.
anastomotic stenosis, local recurrence)
Very low level of evidence; upgraded by the GDG (see evidence to
decision framework in Supporting Information S2: Appendix 2)

Anorectal manometry alone should not be used as a diagnostic
modality in patients.
Very low level of evidence

Health care professionals should use a validated questionnaire
in order to evaluate gastrointestinal symptoms. Questionnaires
to consider are: Vaizey, Wexner, FIQL, EORTC QLQ C30,
EORTC QLQ CR29, LARS score or chronic pain score. Even
with very low level of evidence, expert opinion encourages use
of validated questionnaires

Very low level of evidence

FIRST-LINE TREATMENT
Introduction

Once the patient's concerns have been appropriately identified, the
appropriate management should be initiated as ‘first-line treatment’.
These first-line treatment options aim to alleviate gastrointestinal
symptoms after oncological colorectal resections, with the goal of
improving QoL. First-line treatment options include behavioural
advice, dietary and lifestyle adjustments, medication (i.e. stool bulk-
ing agents or anti-diarrhoeal medication), and/or psychosocial
interventions.

Review questions

The following questions form the basis of our evidence review,
including the comparison between any two (or more) of the treat-
ment options as outlined below:

1. What are the effects of basic behavioural advice/education versus
no behavioural advice/education on gastrointestinal symptoms in
patients after oncological colorectal resections?

2. What are the effects of advice on toileting habits versus no advice
on toileting habits on gastrointestinal symptoms in patients after
oncological colorectal resections?

3. What are the effects of dietary adjustments versus no dietary
adjustments on gastrointestinal symptoms in patients after
oncological colorectal resections?

- Optimal water intake
- Optimal fibre intake
- Decreased caffeine intake

4. What are the effects of lifestyle adjustments versus no lifestyle
adjustments on gastrointestinal symptoms in patients after
oncological colorectal resections?

- Weight loss in overweight patients
- Smoking cessation in smokers

5. What are the effects of medication versus no medication on
gastrointestinal symptoms in patients after oncological colorectal
resections?

- Metamucil

- Psyllium

- Carboxymethylcellulose
- Gum Arabic

- Loperamide

6. What are the effects of laxatives versus no laxatives on con-
stipation and associated symptoms in patients after oncological
colorectal resections?

7. What are the effects of psychosocial interventions versus no
psychosocial interventions on gastrointestinal symptoms in pa-
tients after oncological colorectal resections?

Behavioural advice

There is no high quality evidence assessing, including, observational
studies, RCTs or systematic reviews, assessing the impact of basic
behavioural advice or toileting habits as a first-line treatment for
gastrointestinal symptoms after oncological colorectal resections.
Garfinkle et al.>® published a study on the predisposing factors and
treatment options for LARS in 2022. Among the reported self-
management behaviours are sitz baths, proper toileting habits (i.e.
defecating with elevated knees), use of perianal skin creams and/or
barriers and avoidance of irritants such as alcoholic wipes.”

Van der Heijden et al.>? assessed a standardised postoperative
treatment protocol for LARS, comprising of three key aspects;
adequate provision of information, adequate screening by means of
LARS score and Bristol stool score and structured treatment options
including an evaluation of the treatment effect. The main goals of this
treatment pathway are to create awareness, enhance patient self-
management, improve their coping mechanisms and to adequately
treat what bother most.

Adequate patient education, providing up-to-date information on
behavioural advice and guidance by an expert as a fixed point of
contact are deemed very important in creating optimal coping-
mechanisms for CRC patients. This counselling could begin pre-
operatively in patients identified as at high risk of developing
gastrointestinal symptoms after oncological colorectal resections, as

demonstrated in the bowel rehabilitation programme.®®

Dietary adjustments

There is limited evidence on the effects of dietary adjustments as a
first-line treatment for gastrointestinal symptoms after oncological
colorectal resections, with one mixed-method analysis with pooled
data by Sun et al. from 2009°* and two narrative reviews by Lundby
et al. from 2011°2 and by Rosen et al. from 2023.°% The mixed-
method analysis by Sun et al. assessed health-related quality of life

(HRQoL) in a cohort of 856 CRC survivors across multiple studies.
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Using validated questionnaires, they found that CRC survivors made
substantial dietary adjustments after surgery, regardless of their
ostomy status. They classified foods into three different categories:

- Foods to be avoided: this category included dairy products, spicy
and fatty foods since they could result in constipation or diarrhoea.
Additionally, carbonated beverages were reported to be trouble-
some in some patients.

- Specific foods to avoid: items such as popcorn, unions, corn, beans,
lettuce and peanuts were intentionally omitted from the diet.

- Helpful foods: adequate fluid consumption, foods rich in dietary
fibre and prune juice were identified as beneficial in avoiding

gastrointestinal symptoms after oncological colorectal resections.

Furthermore, strategies like deliberate chewing, eating smaller
meals and meal planning based on social activities were considered

152 who

helpful. These findings are supported by Lundby et a
emphasised the necessity of advising patients to avoid food that
provokes frequent bowel movements or loose stool. However, this
review did not identify foods or types of food that might have these
effects.

The narrative review by Rosen et al. reports that dietary modi-
fication is regarded as first-line therapy for patients suffering from
LARS. The article identified caffeine, spicy and fatty foods, or alcohol
as potential causes of soft stools. They also identified that the con-
sumption of high-fibre foods could enhance stool consistency, thus
improving symptoms of diarrhoea and subsequent incontinence. The
authors of the article warn that the increase in dietary fibre intake
might potentially lead to a deterioration of symptoms due to bloating
and an increased frequency of bowel movements.

Since these dietary adjustments can be quite challenging and the
fact that they are very much patient-specific, we would advise to
consult a dietician to identify an optimal, patient-specific dietary
regimen. This dietary guidance is essential for new ostomy patients
to ensure appropriate and timely dietary adaptation, considering that
ensuring optimal fluid balance and avoiding specific foods (i.e.
mushrooms) is a particular challenge in patients with an ileostomy in
order to prevent complications as dehydration or blockages.*

Lifestyle adjustments

The current evidence is limited with regards to lifestyle adjustments
as a first-line treatment for gastrointestinal symptoms after onco-
logical colorectal resections, with only one observational study
identified by Anderson et al. from 2010.%° This small prospective case
series consisted of 18 CRC patients after completing curative
treatment with a BMI of >25 kg/m?, approximately 6-10 months
post-operative. Participants were provided with a personalised 3-
month intervention programme, which consisted of a supervised
programme of physical activity and nutrition. Participants reported
improvements across a range of symptoms, including reduced

symptoms of constipation, increased levels of energy, improved

sleeping patterns, and an average weight loss of 1.2 kg. Although,
promising, the results from this observational study should be
interpreted with caution due to the small population.

There is no high-quality evidence assessing the effects of
smoking cessation on gastrointestinal symptoms in active smokers.
However, it is widely acknowledged that nicotine exposure can result
in gastrointestinal symptoms, including nausea and diarrhoea, due to
increased intestinal motor activity.?® Furthermore, studies have
shown that diarrhoea following oncological colorectal resections is
associated with habitual smoking.®” Therefore, smoking cessation
should be considered as part of first line treatment for gastrointes-

tinal symptoms after oncological colorectal resections.

Medication

The current evidence base on the effects of different types of
medication as a first-line treatment for gastrointestinal symptoms
after oncological colorectal resections consists of one narrative re-
view by Lundby et al. from 20112 and one RCT by Ryoo et al. from
20218 on the effects of different types of medication as a first-line
treatment for gastrointestinal symptoms after oncological colorectal
resections.

The narrative review by Lundby et al. briefly addressed the role
of fibres and bulking agents, that is, methyl cellulose or natural
psyllium, in potentially enhancing stool consistency and augmenting
the volume of stool per bowel movement. They recommended the
incorporation of these therapeutic agents as first-line treatment for
the management of symptoms of faecal incontinence. This is based on
the rationale that solid stool leads to less incontinence than loose
stool. However, it is important to acknowledge that the evidence for
antidiarrheal medications such as fibre supplements and loperamide
comes from studies on chronic idiopathic diarrhoea, predominantly
within the context of irritable bowel syndrome and is not specific for
CRC patients after colorectal resections.>*¢? Furthermore, the evi-
dence supporting the use of osmotic and peristaltic laxatives as a
first-line treatment is derived from studies targeting chronic idio-
pathic constipation.®° For further information on the treatment op-
tions for chronic diarrhoea, we would like to refer to the UEG
Guideline on functional bowel disorders with diarrhoea.”®

Ryoo et al. included 98 male patients diagnosed with LARS at
least 1 month after low anterior resection for rectal cancer. Patients
were eligible for inclusion after ileostomy reversal and adjuvant
chemo- and or radiotherapy. In total, 98 patients were randomised to
receive either 4 weeks of treatment with ramosetron or placebo. The
incidence of major LARS was found to be 58% in the ramosetron
group, compared to 82% in the placebo group. No major adverse
events were reported in the intervention group, with minor adverse
events reported in 5 patients. Reported minor events were hard
stool, frequent stool and anal pain. These manifestations did not
differ between the two groups. An important limitation of this study
is the exclusion of female patients, as ramosetron was exclusively

approved for administration to male patients by the Korean Food and
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Drug Administration (FDA) at the time of study. Furthermore, no
patients with colon cancer were included.

For patients with bile salt malabsorption, following ileocaecal
resection, the most suitable treatment approach is the use of a bile
acid binder. Cholestyramine is typically the preferred initial
choice.*?”? It is crucial to initiate treatment with a gradual titration
of the dosage in order to achieve maximum effect while minimising
potential (gastrointestinal) side effects. In cases where cholestyr-
amine proves ineffective, colesevelam could be considered, as it has
shown positive responses in up to 70% of patients who did not
respond to the cholestyramine.'? Furthermore, it may be beneficial to
explore the implementation of a low fat diet as guided by a dietitian.
Low fat diets have been reported to significantly reduce abdominal
pain and nocturnal defecation in patients with bile salt malabsorption
after ileocaecal resections.”%”>

Small intestinal bacterial overgrowth is another consequence of
an ileocaecal resection, potentially resulting in loose stools and
bloating. Typically, this condition is addressed with a brief course of
high-dose antibiotics.>%”# Ciprofloxacin (500 mg x 2 for 7 days) and
rifaximine (600 mg x 2 for 6 days) are the antibiotics with the best
established and dose-related effect.”*”>7¢ However, the specific
choice of antibiotics may also depend on the local antibiotic
guidelines.

There is a growing trend in the use of central neuromodulators,
such as antidepressants or antipsychotics (i.e. tricyclic antidepres-
sants such as amitriptyline, serotonin noradrenaline uptake inhibitors
(SSRIs) or atypical antipsychotics such as quetiapine) for the treat-
ment of functional gastrointestinal disorders. These medications have
not yet been extensively investigated for patients following onco-
logical colorectal resection. Nonetheless, if there is access to
specialist expertise such as neurogastroenterology these types of
medication can be considered to help managing gastrointestinal
symptoms. It is important that the administration of such medications
is overseen and monitored by an experienced healthcare professional
to ensure their effectiveness and safety. For more in-depth infor-
mation on the use of neuromodulators in the pain management for
functional gastrointestinal disorders, please refer to the Rome

Foundation working team report.””

Psychosocial interventions

There is limited evidence regarding the effects of psychosocial in-
terventions on gastrointestinal symptoms after oncological colorectal
resections. A systematic review from Mosher et al. from 20167% re-
ported on the effects of psychosocial interventions on QoL and
psychosocial outcomes. Fourteen RCTs were identified, reporting at
least one psychosocial or QoL outcomes, across 2476 individual CRC
patients across all disease stages. Cognitive behavioural training or
group and/or individual psychotherapy were included as psychosocial
interventions. Of these 14 included RCTs, only three studies reported
a significant effect of the psychosocial intervention on more than one

mental health outcome.””"8% The authors of the systematic review

suggest that future large-scale trials are warranted to draw definitive
conclusion on the effectiveness of the administered psychosocial
interventions.

Recommendations for the first-line treatment of gastrointes-

tinal symptoms after oncological colorectal resections

Basic behavioural advice (i.e., toilet routine, bowel training) can
be considered
Good Practice Statement, ungraded

Dietary adjustments (i.e., optimal fibre and fluid intake) can be
considered
Very low level of evidence

. Lifestyle adjustments, especially weight loss in overweight
patients and smoking cessation in active smokers, could be used
Low level of evidence

. Medication (i.e., stool bulking agents as psyllium, laxatives as
macrogol, anti-diarrheal medication such as loperamide, and/or
bile acid binders such as cholestyramine) could be used
Low level of evidence

Psychosocial interventions (i.e., cognitive behavioural training or
psychotherapy) can be considered once other pathology has been
ruled out

Good Practice Statement, ungraded

SECOND-LINE THERAPIES | NON-SURGICAL
INTERVENTIONS FOR GASTROINTESTINAL
SYMPTOMS

Introduction

For patients in whom first-line treatment has failed to generate
satisfactory improvement of symptoms, additional treatment options
should be considered. We suggest that, in general, health care pro-
viders should initially aim for the least invasive treatment options,
that is, the non-surgical interventions, before progressing to the
often more intrusive surgical alternatives, since the latter are often
associated with a higher risk of complications and cost. However,
depending on the patient and physician preferences, as well as the
availability of expertise in specific treatment modalities, bypassing
non-surgical second-line treatment options and directly opting for
surgical interventions subsequent to first-line treatment options may
be consider reasonable in select patients. This chapter addresses
second-line non-surgical treatment options such as TAI, pelvic floor
physiotherapy, and percutaneous posterior tibial nerve stimulation

for gastrointestinal symptoms after oncological colorectal resections.
Review questions
The following questions form the basis of our evidence review,

including the comparison between any two (or more) of the treat-

ment options as mentioned below:
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1. What are the effects of TAI versus no trans anal irrigation on
gastrointestinal symptoms in patients after oncological colorectal
resections?

2. What are the effects of stoma irrigation versus no stoma irriga-
tion on gastrointestinal symptoms in patients with a stoma after
surgery for CRC?

3. What are the effects of pelvic floor physiotherapy versus no
pelvic floor physiotherapy on gastrointestinal symptoms in pa-
tients after oncological colorectal resections?

4. What are the effects of PPTNS versus no PPTNS on gastroin-
testinal symptoms in patients after oncological colorectal
resections?

5. What are the effects of post-operative stoma education on
gastrointestinal symptoms in patients with a stoma after onco-

logical colorectal resections?

Irrigation methods
Transanal irrigation

The current evidence base consists of four systematic reviews and
three RCTs on the effects of TAl on symptoms associated with LARS
after oncological colorectal resections. The first systematic review by
Christensen et al. from 201082 included a total of 17 studies that have
evaluated TAl in 1229 adult patients. TAl was regarded as successful
treatment in 658 cases (53%). Based on symptom profiles, the most
clinical impact was achieved in patients with mixed symptoms (59%),
followed by faecal incontinence (47%) and constipation (45%).

The second review by Burch et al. from 20218% included 30
studies published between 1996 and 2020, reporting on 853 indi-
vidual patients. Significant heterogeneity was observed amongst the
studies included. TAI was described as a treatment method in five of
these included studies without elaborating on specific treatment
results. Only one of these 5 studies was an RCT, which has been
included separately for this guideline.84 They compared TAI (n = 13)
to PPTNS (n = 14) for a treatment period up to 6 months. They
conclude that both treatments improved LARS scores, however, TAI
was associated with a statistically significant reduction in LARS score,
improving from 35 to 30.

The third narrative review by Rosen et al.®®
introduction of TAI as a treatment for chronic LARS in 1989.8° This is

reports on the first

followed by an RCT conducted by the same group in 2020.2° Rosen
et al. randomised 18 patients for TAl and 19 patients for supportive
therapy as a control group. Nine patients stopped TAl due to the length
of time of the emptying process (n = 8) or pain (n = 1). After one year,
the 10 patients who continued TAI reported a lower number of bowel
movements during day and night. However, there was no concurrent
improvement in the Wexner score, LARS score or SF-36. The results of
this trial should be interpreted with caution due to the high number of
adverse events, significant attrition rate and overall small sample size.

The most recent RCT by Pieniowski et al. from 2023%” rando-

mised 45 patients with LARS after rectal cancer surgery. Twenty two

patients were randomised to receive TAIl and 23 patients were
randomised to receive standard care as part of the control group.
After 1 year of treatment, patients in the TAI group had significantly
improved LARS scores and Cleveland Clinic Florida Fecal Inconti-
nence Score. They also had better QoL scores on the EORTC QLQ-
C30 questionnaire compared to patients receiving standard
treatment.

12 made a brief

The narrative review by Lundby et al. from 201
statement that the TAI procedure is simple and generally well-
tolerated for long-term treatment, with only minor complications.
Overall, treatment results have been reported to be effective in pa-

tients with faecal incontinence after oncological rectal resections.

Stoma irrigation

There were no studies identified regarding the effects of stoma
irrigation on any gastrointestinal symptoms after oncological colo-
rectal resections. Since this is potentially applicable to a select cohort
of patients, with a lack of current evidence and further clinical studies
warranted, we refrain from providing any endorsement regarding the
integration of stoma irrigation into a standardised treatment

pathway for this patient population.

Pelvic floor physiotherapy

88-91 and one recently published RCT??

Four systematic reviews
which examined the effects of pelvic floor therapy on gastrointestinal
symptoms after oncological colorectal resections. The first review
and meta-analysis by Li et al. from 202288 included 12 studies, of
which two were RCTs, with a total of 561 patients suffering from
bowel dysfunction after rectal cancer treatment. Key findings
included significant improvements in Wexner and Vaizey scores as
well as HRQol following pelvic floor physiotherapy. The systematic

review of Chan et al. from 2021%°

included 11 studies, of which five
were overlapping with Li et al. Symptoms of faecal incontinence
improved in seven studies and five studies reported a decreased
frequency of bowel movements. All of these reviews report that
included studies had several methodological limitations and that
further research is warranted.

The RCT by Asnong et al. from 2022°2 was not yet included in
these systematic reviews. They performed a multi-centre, single-
blind RCT comparing pelvic floor muscle training (n = 50) with a
control group (n = 54) after TME for rectal cancer, with a minimal
follow-up of 1 year. The proportion of participants with an
improvement in LARS category was significantly higher after pelvic
floor physiotherapy compared to the control group after 4 and
6 months, however, this effect was no longer evident at 1 year.
Asnong et al. conclude that pelvic floor physiotherapy mainly results
in a faster recovery of bowel symptoms after colorectal resections
and/or stoma reversal, justifying it as an early treatment option for

bowel symptoms after oncological rectal resections.
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Percutaneous posterior tibial nerve stimulation

Two systematic reviews’>?4 have evaluated the impact of PPTNS on
LARS. The meta-analysis by Liapis et al. from 2023 consisted three
RCTs and two observational studies, reporting on a total of 74 pa-
tients with LARS that received PPTNS.?® This identified a significant
reduction of LARS scores, with improvement in defecation, func-
tionality and QoL with (PPTNS). These results need to be interpreted
with caution since only five studies with relatively small population
sizes were included. The review by Bulfone et al.”* included five
studies, of which three were evaluating sacral nerve stimulation, and
only two reporting on PPTNS. Those two studies are also included in

the meta-analysis by Liapis et al.

Stoma education

Only one systematic review from Faury et al. from 2017°° identified
the impact of pre- and post-operative stoma education on gastroin-
testinal symptoms in patients with a stoma after oncological colo-
rectal resections. This systematic review included 15 studies (6 RCTs)
that delivered a variety of patient education interventions before
and/or after surgery. Patient education interventions were defined as
‘a structured, standardised and condition-specific intervention, which
is different from routine clinical education due to its structured
characteristics’. Education was provided by a range of health care
providers, including, dedicated stoma care nurses, surgeons, or
trained expert patients. Ten studies offered individual training/in-
formation sessions, four offered group education and one study
applied both methods of training/education. The frequency and
length of education sessions was variable. Five of these studies
examined QoL outcomes, with three studies reporting statistically
significant improvements in QoL after stoma education ses-
sions.8%7%%7 Patient education was identified to have a positive
impact on self-management skills. Education interventions should be
integrated into daily clinical practice in the treatment and prevention
of gastrointestinal symptoms for patients with a stoma after onco-
logical colorectal resections.

Recommendations for the second-line treatment of gastroin-
testinal symptoms after oncological colorectal resections | Non-

surgical interventions

Transanal irrigation can be considered
Very low level of evidence

. Pelvic floor physiotherapy could be used, if an experienced
therapist is available to guide the patient
Low level of evidence

. Percutaneous posterior tibial nerve stimulation could be used, if
expertise is available at the local treatment facility
Low level of evidence

Post-operative stoma education can be considered in patients
with a stoma after oncological colorectal resections
Good Practice Statement, ungraded

SECOND-LINE THERAPIES | SURGICAL
INTERVENTIONS FOR GASTROINTESTINAL
SYMPTOMS

Introduction

If first-line treatment and/or subsequent second-line non-surgical
treatment options have failed to produce satisfactory outcomes, or if
second-line non-surgical options are not favoured or accessible, sur-
gical interventions should be considered. Surgical interventions should
be considered on an individual patient basis. We outline types and
timing of surgical interventions to consider as second-line treatment

for gastrointestinal symptoms after oncological colorectal resections.

Review questions

The following questions form the basis of our systematic review,
including the comparison between any two (or more) of the treat-

ment options as mentioned below:

1. When should surgical interventions be considered in treatment
for gastrointestinal symptoms in patients after oncological colo-
rectal resections?

2. What is the most appropriate surgical procedure when conser-
vative treatments fail?

3. What are the effects of sacral neuromodulation (SNM) versus no
SNM on gastrointestinal symptoms in patients after oncological
colorectal resections?

4. What are the effects of a stoma versus no stoma in patients with a
primary anastomosis, in which conservative and other surgical
interventions have failed on patient satisfaction and QolL?

Timing of surgical interventions

There were no studies identified studies identified regarding the
timing of surgical interventions as second-line treatment for gastro-
intestinal symptoms after oncological colorectal resections. It is
important to stress that the deliberation of any surgical intervention
and its timing must be tailored to the patient's unique circumstances,
with any decision-making made jointly between the patient and
healthcare professionals. It is essential that the patient are appro-
priately counselled and understands the potential risks of complica-
tions and implications of surgery prior to embarking on any surgical

interventions.

Sacral neuromodulation

Three systematic reviews assessed the effect of SNM as a second-

line surgical treatment for gastrointestinal symptoms after oncolog-

ical colorectal resections.”*?%2?
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The systematic review and meta-analysis by Huang et al. from
201978 included 10 studies (four prospective cohort studies, 5 case
series, and one case report) with a total of 75 patients. The In-
clusion criteria were not well defined, although the authors indi-
cate that all patients ‘had failed conservative management’ for
bowel dysfunction following low anterior resections before opting
for SNM. Overall median follow-up was 18 months after implan-
tation. Overall, there was a significant improvement in the Cleve-
land Clinic Incontinence score (used in all 10 studies) and the
LARS score (applied in three studies) which was 67% for both
validated scores.

The systematic review and meta-analysis by Ram et al. from
2020%? included three new studies besides the 10 previously iden-
tified by Huang et al, with a new total of 114 individual patients.
These three studies were prospective cohort studies on the efficacy
of SNM in the treatment of LARS. This systematic review reported
significant improvement in anal continence as measured by several
clinical and functional parameters, including the Wexner score.
Manometric resting pressure, maximum squeeze pressure and
maximum tolerated volume. QoL questionnaires also demonstrated a
significant improvement, however the 36-item Short Form Health
Survey (SF-36) was only reported in a small group of patients (n = 6).
The systematic review by Bulfone et al. from 2020°* also included
three studies on SNM. However, all three included articles were also
analysed by Huang et al. and Ram et al.

The overall quality of the evidence for this research question was
classified as ‘moderate’ according to the Grading of Recommendations,
Assessment, Development and Evaluations (GRADE) methodology.
Given the small number of eligible patients for SNM, combined with
limited experience and funding for this particular treatment globally,
the GDG decided to downgrade the level of evidence and thus the
recommendation regarding SNM is as a second-line surgical treatment.

Antegrade enema

One systematic review and one prospective cohort study, not
included in this review, evaluated the impact of an antegrade enema
as a second-line surgical treatment for gastrointestinal symptoms
after oncological colorectal resections.

The systematic review by Pape et al. from 2023 included 12
articles published between 2013 and 2021 reporting on intervention
pathways for the treatment of LARS following sphincter-preserving
rectal cancer surgery. Antegrade irrigation was reported in two of
these studies, and subsequently included in the proposed treatment
pathways. This included both antegrade continence enemas and
percutaneous endoscopic caecostomies.

The prospective cohort study by Didailler et al. from 2018°*
reports on 25 patients who underwent percutaneous endoscopic
caecostomies for refractory LARS and faecal incontinence after a
TME. Two patients (8%) developed post-operative abscess managed

by antibiotic treatment. Following a median follow up of 8 months,

four catheters (15%) had been removed on patient request, two
patients did not have an effective response, one patient experi-
enced too significant pain and one patient had locally recurrent
rectal cancer. Three patients went on to have a permanent stoma.
Four patients (15%) died during follow-up due to causes unrelated
to the antegrade lavage. LARS score, Wexner score, and the
Gastrointestinal QoL Index all improved significantly after percu-
taneous endoscopic caecostomy. The authors conclude that an
enema could be a promising treatment for refractory LARS and
faecal incontinence, in patients trying to avoid a definitive stoma.
However, the results from this observational study should be
interpreted with caution due to the small population and relative

high number of adverse events.

Stoma

No studies were identified regarding the impact of stoma formation
in patients with a primary anastomosis, in which conservative and/or
other surgical interventions had failed in the management of
gastrointestinal symptoms after oncological colorectal resections. It
is important to emphasise that a dedicated, multidisciplinary team is
of great value in determining the therapeutic strategy in patients
with refractory gastrointestinal symptoms after oncological colo-
rectal resections. Many patients can achieve improvement with
appropriate adherence to treatment plans and guidance by dedicated
health care professionals. However, if all else fails, several studies,
conclude that stoma formation can be considered as a final treatment
option in patients with severe LARS or other gastrointestinal com-
plaints with refractory symptoms and impaired QoL.1%-30¢2:102

It is important to emphasise the role of stoma care nurse or any
other health care practitioner dedicated to stoma education, with
regards to counselling for stoma formation, with stoma education
provided pre-operatively.

Recommendations for the second-line treatment of gastroin-
testinal symptoms after oncological colorectal resections | Surgical

interventions

An antegrade enema (i.e. by percutaneous endoscopic
caecostomy) can be considered as treatment for faecal
incontinence after a total mesorectal excision for rectal cancer
Very low level of evidence

. Sacral neuromodulation could be used in patients with LARS/
faecal incontinence
Moderate level of evidence; downgraded by the GDG (see evidence to
decision framework in Supporting Information S2: Appendix 2)

A stoma can be considered in patients with faecal incontinence,
for patients with refractory symptoms
Very low level of evidence

Pre-operative stoma education can be considered in patients who
will undergo stoma formation
Good Practice Statement, ungraded
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DISCUSSION

This is an up-to-date, European, multidisciplinary clinical practice
guideline for the assessment and management of gastrointestinal
symptoms after oncological colorectal resections. We included 19
recommendations on the assessment and management of gastroin-
testinal symptoms after oncological colorectal resections. A treat-
ment algorithm (Figure 1) has been created in order to provide a
schematic overview of the most important recommendations. The
development of this algorithm involved visually representing the
formulated recommendations, which were derived from a systematic
and rigorous review of the best available evidence. In instances
where literature was lacking, recommendations (or Good Practice
Statements) were informed by the expert opinions of the GDG
members involved. The GDG suggests using these treatment algo-
rithms as a guide when exploring which diagnostic modalities or
treatment options are applicable.

treatment for CRC,

(chemo)radiation therapy and/or surgical resection, can result in

The multimodality including
chronic symptoms affecting multiple organ systems (i.e. bowel
dysfunction, urinary incontinence, or sexual dysfunction). The need
for a multidisciplinary care team to address the issues of increasing
number of CRC survivors is currently an unmet need across mul-
tiple healthcare systems.’°® We would like to emphasise the added
value of incorporating a diverse array of specialised healthcare
providers in aiding patients and their families in navigating through
every aspect of CRC survivorship. Gastroenterologists, colorectal
surgeons, general practitioners, ostomy care nurses, urologists,
gynaecologists, pelvic floor physiotherapists, social workers and
psychologists, dietitians, as well as patient support groups and as-
sociations, could all potentially contribute valuable insights to these
multidisciplinary teams. With an ever-increasing number of CRC
survivors, it is imperative not only to standardise oncological
follow-up procedures, but also to develop long-term follow-up
protocols addressing the long-term functional outcomes.’°%10> |t
is essential to integrate QoL and psychosocial aspects into our
follow-up protocols.’°%%%7  Patient-reported outcome measures
could serve as a valuable instrument in establishing a core outcome
set for CRC survivors, facilitating the reporting and monitoring of
functional outcomes.’®®1%? We recommend the use of validated
questionnaires in the evaluation of symptoms and treatment-effect
monitoring. Nevertheless, the interpretation of responses remains
subject to healthcare professionals' discretion, potentially resulting
in variability.

The potential financial repercussions of CRC on patients and
their families should also be recognised. Research indicates that up to
40% of CRC survivors reported adverse financial consequences
associated with their cancer diagnosis.*'° Nearly one in three CRC
patients transitioned to part-time employment or stopped working,
as cancer impacted their ability to work and depressed their in-
come.*! This cancer-related financial strain was found to be asso-
ciated with lower HRQoL.1*? Given the increasing incidence of CRC

in individuals below the age of 50, who are more frequently part of

the working population, recognising this financial burden is crucial
among the challenges faced by CRC survivors.113114

As previously highlighted, it is essential to consider preventive
measures in the management of bowel, urinary, and/or sexual
dysfunction. Given the complex association between various long-
term sequelae and the specific type of surgical resection performed,
there is a critical need to further explore the potential of organ pres-
ervation in CRC patients and the watch-and-wait approach for rectal
cancer.**>11¢ Furthermore, major advancements in imaging, systemic
therapy and radiation delivery enable a more personalised approach to
the treatment of CRC.}'” A patient-specific approach in chemo-
radiotherapy and tailored surgical innovations may collectively
contribute to improving the burden of long-term sequelae after CRC
treatment and therefore enhance patients' QoL.1*811?

The key strength of this guideline is the multidisciplinary and in-
ternational approach, maximising the experience with various treat-
ment options, across multiple perspectives and healthcare systems.
Furthermore, patients have participated in an active manner in
composing this guideline to ensure that all important aspects were
covered. The guideline is limited by small evidence base, which consists
of low quality studies. Consequently, we have had to rely on this very
low level of evidence or even expert opinion for several recommen-
dations or good practice statements where this was the only available
evidence. We recognise that this introduces a potential bias into the
guideline, notwithstanding our efforts to mitigate it through a multi-
disciplinary and international approach. Our guideline does not
address preventive measurements, including the consideration of pre-
treatment options, for gastrointestinal symptoms after oncological
colorectal resections. We have performed a systematic literature
search and included the best available evidence. In order to improve
the level of evidence and therefore, the strength of the recommen-
dations, future high-quality prospective trials are warranted.

All UEG channels will be utilised for the widespread dissemina-
tion of this guideline. The guideline and treatment algorithm will be
available in the UEG Guideline app, with very minimal resources
required to access these documents. Additional support from all
participating societies will contribute to the broad distribution and
implementation of the guideline. Local adaptation of this guideline, in
collaboration with local stakeholders, could potentially help over-
come economic or infrastructural challenges in the implementation.
This guideline will be updated in consultation with the UEG Quality
of Care committee, provided sufficient funding has been allocated.
The update process will adhere to a systematic and methodologically
rigorous approach conducted in collaboration with the UEG and
other participating associations. The literature search will be
repeated annually in order to identify new evidence. In case this new
evidence would substantially impact the recommendations in this

guideline, then an update will be provided.
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These guidelines have been developed with reasonable care and with
the best of knowledge available to the authors at the time of prep-
aration. They are intended to assist healthcare professionals and al-
lied healthcare professionals as an educational tool to provide
information that may support them in providing care to patients.
Patients or other community members using these guidelines shall do
so only after consultation with a health professional and shall not
mistake these guidelines as professional medical advice. These

guidelines must not substitute seeking professional medical and health
advice from a health professional. These guidelines may not apply to all
situations and should be interpreted in the light of specific clinical
situations and resource availability. It is up to every clinician to adapt
these guidelines to local regulations and to each patient's individual
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considered as inclusive of all proper treatments or methods of care or
as a legal standard of care. UEG makes no warranty, express or implied,
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resulting from the application of these guidelines, in particular for any
loss or damage (whether direct or indirect) resulting from a treatment
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utmost extent permissible according to the applicable laws for any
content available on such external websites, which can be accessed by

using the links included herein.
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