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Executive Summary

Colorectal Cancer (CRC) is the second leading cause of cancer mortality globally,
accounting for an estimated 935,173 cancer-related deaths in 2020. Approximately
1.9 million new cases of CRC were diagnosed in 2020 globally, making it the third
most commonly encountered type of cancer. In the Philippines, CRC is the fourth
leading cause of cancer death and accounts for 9.9% of cancer mortality. In 2020, an
estimated 17,364 Filipinos were diagnosed with CRC, responsible for 11.3% of new
cases of cancer for that year.

Considering the implementation of the National Integrated Cancer Control Act
(Philippines Republic Act No. 11215) and Universal Health Care Act (Philippines
Republic Act No. 11223), DOH provides support to develop the national clinical
practice guidelines. The set standards for clinical care aims to progressively realize
the highest attainable quality of health care services in the Philippines.

National clinical practice guideline (NCPG) development for the management of CRC
in the Philippines synthesized the most recent high-quality source guidelines with
recommendations reflecting new evidence generated. Program implementers, policy
makers, and experts in colorectal surgery, medical oncology, radiation oncology,
gastroenterology, pathology, and other relevant stakeholders were consulted in
generating clinical questions that should be addressed by the Philippine NCPG for
CRC through a process of prioritization and consensus-building. A consensus panel
composed of stakeholders in the management of CRC validated the findings from a
review of evidence.

This Guideline will aid in standardizing the care provided to patients with CRC in the
Philippines, and ensure that screening, diagnosis, treatment, and surveillance are
appropriate and contextualized to local policies, needs, and capabilities.



Colorectal Cancer NCPG Summary

The Guideline Development Group used the ADAPTE methodology to generate and finalize the recommendations for CRC NCPG,
covering screening, diagnosis, clinical management, surveillance, and pathology reporting. The ADAPTE process results in the
adoption and adaption of recommendations from the American Society of Colon and Rectal Surgeons (ASCRS) Clinical Practice
Guidelines for the Management of Colon and Rectal Cancer, American Society of Clinical Oncology (ASCO) Colorectal Cancer
Guidelines, National Comprehensive Cancer Network (NCCN) Clinical Practice Guidelines in Oncology, and NCCN Guidelines Colon
and Rectal Cancer.

Table 1. Colorectal Cancer NCPG Summary

CLINICAL QUESTIONS RECOMMENDATIONS SoR QoE
PET/CT scan is not recommended as initial modality for
routine colon cancer staging and detection of distant Strong Moderate
metastasis.
PET/CT scan does not supplant a contrast-enhanced
1. Among adult patients newly diagnosed with | diagnostic CT scan or MRI. It should only be used to
colon adenocarcinoma, is PET/CT scan the | evaluate an equivocal finding on a contrast-enhanced Strong Low
recommended initial modality for clinical | CT scan or MRI or in patients with strong
staging compared with chest and | contraindications.
abdominopelvic CT scan with contrast? Chest, abdomen, and pelvic CT scan are recommended
to initially evaluate local extent of tumor as well as
invasion into nearby organs or structures, assess for Strong Low
nodal metastasis and identify distant metastatic disease
to lungs, liver, peritoneal cavity and other organs.
2. Among adult patients with cT1NOMO colon | For cT1NOMO colon adenocarcinoma, endoscopic
. . . . L e . . : Strong Moderate
adenocarcinoma, is endoscopic excision non- | excision is not inferior to oncologic resection. However,

Vi




inferior to oncologic resection?

endoscopic excision is dependent mainly on malignant
polyp histopathological features and completeness of
excision.

3. Among adult patients with resectable stage
I-11l colon adenocarcinoma, should minimally
invasive surgery be offered over open
surgery?

When expertise and capability are available, a minimally
invasive approach to elective colectomy for colon
adenocarcinoma is acceptable.

Strong High

4. Among adult patients with reliable pre-
operative imaging showing unresectable
locally advanced colon adenocarcinoma, does
neoadjuvant chemotherapy followed by
surgery yield better outcomes than upfront
surgery followed by adjuvant chemotherapy?

Neoadjuvant chemotherapy is an option for locally
advanced colon adenocarcinoma.

Good practice statement

Patients with unresectable locally advanced colon
adenocarcinoma should be considered for neoadjuvant
therapy to attempt to convert to resectability.

Strong Moderate

Neoadjuvant chemotherapy can result in tumor
regression and may facilitate margin-negative excision
of initially unresectable locally advanced colon
adenocarcinoma.

Strong Moderate

5. Among adult patients with stage Il colon
adenocarcinoma with high-risk features for
recurrence, is oxaliplatin-based adjuvant
chemotherapy recommended than
S5FU/leucovorin or capecitabine monotherapy?

Oxaliplatin-based adjuvant chemotherapy is
recommended for stage Il colon adenocarcinoma
patients with high-risk feature(s).

Strong Low

6. What is the preferred sequence of treatment
for resectable and potentially resectable stage
IV colon adenocarcinoma?

Patients with initially resectable colon adenocarcinoma
with liver or lung metastasis can be treated with upfront
surgical resection followed by adjuvant chemotherapy or
neoadjuvant chemotherapy followed by surgery.

Strong Moderate

Patients with resectable distant metastatic disease and
a primary tumor in place should have both sites resected
with curative intent. These can be resected in one

Strong Low

Vii




operation or as a staged approach, depending on the
complexity of the metastasectomy or colectomy,
comorbid diseases, surgical exposure, and surgeon
expertise.

For patients with resectable colon adenocarcinoma and
peritoneal metastasis without extra-abdominal disease,

cytoreductive surgery with or without intraperitoneal Strong Moderate
chemotherapy should be considered in multidisciplinary
setting with appropriate expertise.
A six-month course of systemic chemotherapy can be
considered for most patients undergoing liver or lung
resection to increase the likelihood of eradication of Strong Low
residual microscopic disease.
7. Among adult patients newly diagnosed with PelVIC. MRI (rec?tgl cancer prf)tocol) 'S .the preferred
. . . modality for clinical locoregional staging of newly
rectal adenocarcinoma, is pelvic MRI the | . .
. . diagnosed rectal adenocarcinoma. Endorectal
recommended modality for clinical . . . Strong Moderate
. . ultrasound may be considered when differentiating
locoregional  staging over  endorectal . .
between early T stages or when MRI is contraindicated
ultrasound? i
or not available.
Local excision is an appropriate treatment option for
carefully selected patients with cT1NO rectal Stron Moderate
8. Among adult patients with cTINOMO rectal | adenocarcinoma with favorable clinical and histological g
adenocarcinoma, should local excision +/- | features.
adjuvant  treatment (radiotherapy or | For high-risk patients who refuse or are medically unfit
chemoradiotherapy) be offered as compared | for radical resection, adjuvant chemoradiation should be
to oncologic resection? recommended after local excision and should be Strong Moderate

followed by surveillance for a potentially salvageable
recurrence.

viii




9. Among adult patients with resectable stage
I-11 low to mid rectal adenocarcinoma, should

Minimally invasive surgical approach following standard
oncologic techniques of total mesorectal excision (TME)

minimally invasive surgery be offered over | can be considered and should be performed by Strong High
open surgery? experienced surgeons with technical expertise.
10. Among adult patients with Stage Il or Ili Neoadjuvant short. gourse radiation therapy and long
. . . course chemoradiation therapy are comparable for
rectal adenocarcinoma, is neoadjuvant short . . ,
. Stage Il or Ill rectal adenocarcinoma in terms of Strong High
course radiotherapy comparable to long .
. outcomes such as survival, recurrence, and
course chemoradiotherapy? o
complications.
11. A I i [ ith . , .
mong adult patients diagnosed Wlt. Considerations for total neoadjuvant therapy over
cT4b, cN2 or unresectable nonmetastatic . -
. standard neoadjuvant therapy (short course radiation
rectal adenocarcinoma, does total -
, . therapy or long course chemoradiation therapy) for
neoadjuvant therapy yield better outcomes : Strong Low
, . cT4b, cN2 or unresectable nonmetastatic rectal
than neoadjuvant short course radiation . e
L adenocarcinoma must be based on a multidisciplinary
therapy or long course chemoradiation therapy :
. team evaluation.
+ adjuvant chemotherapy?
12. Among adult patients with rectal
adenocarcinoma with complete clinical | Patients with a complete clinical response to
response following neoadjuvant therapy, is | neoadjuvant therapy should be offered oncologic Strong Moderate

‘watch and wait” management approach
comparable to oncologic resection?

resection.

13. What is the preferred sequence of
treatment for resectable and potentially
resectable stage IV rectal adenocarcinoma?

Referral to a multidisciplinary team in a Center of
Excellence to determine the sequence of treatment for
resectable and potentially resectable stage IV rectal
adenocarcinoma is recommended.

Good practice statement

14. Among adult patients with locally
advanced colon and rectal adenocarcinoma,
does a multidisciplinary team (MDT) approach

The treatment of patients with resectable stage IV
colorectal adenocarcinoma should be individualized and
based on a comprehensive MDT discussion.

Strong

Moderate




yield better outcomes than a non-MDT

Optimum therapeutic strategy and centralization of care

approach? is best carried out by an adequately trained MDT which
should include a surgeon, medical oncologist, radiation Strong Low
oncologist, diagnostic radiologist, gastroenterologist,
pathologist, and other needed specialists as necessary.
An MDT approach is strongly recommended for all
locally  advanced and advanced  colorectal Strong Moderate
adenocarcinoma to determine the best treatment
options.
15. Among adult patients with unresectable | Anti-VEGF therapy may be added to doublet or triplet
stage IV colon or rectal adenocarcinoma, does | chemotherapy, regardless of molecular status of the Strong Moderate
the addition of targeted therapy or | colorectal cancer.
immunotherapy to chemotherapy yield better | Among adults with left-sided colon and rectal cancers
outcomes compared to systemic | with  KRAS/NRAS WT molecular status, anti-EGFR Strong Moderate

chemotherapy alone?

therapy is recommended.




Background



Introduction

Colorectal cancer (CRC) is the second leading cause of cancer mortality globally,
accounting for an estimated 935,173 cancer-related deaths in 2020. Approximately
1.9 million new cases of CRC were diagnosed in 2020 globally, making it the third
most commonly encountered type of cancer. In the Philippines, CRC is the fourth
leading cause of cancer death and accounts for 9.9% of cancer mortality. In 2020, an
estimated 17,364 Filipinos were diagnosed with CRC, responsible for 11.3% of new
cases of cancer for that year.

Considering the implementation of the National Integrated Cancer Control Act
(Philippines Republic Act No. 11215) and Universal Health Care Act (Philippines
Republic Act No. 11223), DOH provides support to develop the national clinical
practice guidelines. The set standards for clinical care aims to progressively realize
the highest attainable quality of health care services in the Philippines.

In a scoping study of current practices in NCPG development conducted by Silvestre
et al (2017), 87 NCPGs from the disciplines of medicine, surgery, obstetrics,
gynecology, and pediatrics were appraised. They found out that only 11 out of 48 of
the most burdensome disease conditions in the Philippines have existing local NCPGs
and there was a large variation in the processes utilized for NCPG development, in
terms of: criteria used, format of manuscripts, and sufficiency of documentation.
Prioritization of the development of NCPGs for the high-burden conditions was one of
the recommendations of the study. The said study and the operational issues
encountered since the issuance of Administrative Order (AO) 2018-0019 informed the
Revised Guidelines on National Clinical Practice Guidelines Development, Adoption
and Dissemination or AO No. 2021-0020. This AO aims to set the operational
framework for practice guideline development, adoption, and dissemination; and to
update the standardized process of practice guideline prioritization, generation,
appraisal and approval, dissemination, and monitoring and evaluation.

New clinical evidence is being published so fast that it is nearly impossible for any
clinician to keep track of new developments and to place those developments within
a comprehensive framework. This has led to variations in practice and patient
outcomes. Therefore, there is a need to develop NCPG for CRC that will help improve
effectiveness and quality of care, maintain consistency in clinical practice, and
decrease preventable and costly mistakes and adverse events.

In the local setting, there have been clinical practice guidelines that were formulated
by various specialty societies. The Philippine Journal for Surgical Specialties
published their recommendations in 2005, which were then updated in 2013 by
members of the Philippine College of Surgeons and Philippine Society of Colon and
Rectal Surgeons. However, these recommendations were applicable for the
management of curable rectal cancer only.



On the other hand, the Philippine Society of Gastroenterology and Philippine Society
of Digestive Endoscopy created consensus guidelines for the management of CRC in
2017. Several institutions in the country were surveyed regarding attitudes and
practices towards CRC care among patients and at-risk individuals.

In 2019, the Civic Action Committee of the Philippine Society of Gastroenterology
produced a Handbook on Colorectal Cancer with the aim of disseminating it as a guide
for physicians, internists, and gastroenterologists. The scope of the said handbook
was the screening and diagnosis, therapeutic management, and surveillance of
patients. Epidemiology of the disease, such as: incidence, mortality, and risk factors,
were also discussed to provide information on the aspects that predispose an
individual to develop CRC.

Guideline Development Process

Phase 1 — Preparation Phase

Establishment of the Guideline Development Group

The guideline development group was composed of policy makers, program
managers, surgeons, medical oncologists, radiation oncologists, gastroenterologists,
pathologists, palliative care specialist, family physician and advocacy group. The
multidisciplinary and multispecialty professionals composed the relevant working
groups of the CRC NCPG, the Technical Advisory Group (TAG), the Steering
Committee (SC), the Evidence Review Experts (ERE), and the Consensus Panel
(CP).

The TAG and the SC comprised the lead NCPG developers. The TAG has the
oversight function to ensure a quality and inclusive NCPG development process.
Nominated members for the TAG included representatives from East Avenue Medical
Center, the Department of Health, and the Philippine Health Insurance Corporation.

The multidisciplinary SC drafted the scope and target audience of the NCPG. They
also identified, ranked, and finalized the clinical questions on screening, diagnosis,
clinical management, surveillance, and pathology reporting of CRC in the Philippines.
The SC identified, invited, reviewed, and managed the COI of the relevant working
groups, such as the steering committee, evidence reviewers, consensus panelists,
and facilitators.

The ERE provided technical assistance in evidence review ranging from the
development of the clinical questions, search and identification of evidence, appraisal
of relevant literature to answer clinical questions, and synthesis of evidence



summaries as the basis of recommendation statements. The ERE for this Guideline
included consultants with backgrounds in clinical epidemiology, information
specialists, medical informatics, and public health.

The CP was a wider group of CRC stakeholders. Establishing a more open and
diverse group of stakeholders for the CP — including multidisciplinary healthcare
practitioners, patient advocates, DOH program managers, and other technical content
experts — was aimed at promoting transparency, introducing different perspectives to
CRC management, and safeguarding against conflicts of interest. The CP reviewed
and revised the recommendation statements and voted on adopting these statements
into the Guideline.

Declaration and Management of Conflicts of Interest

The CRC NCPG Guideline Development Group utilized the PhP 2,000,000 DOH sub-
allotment to develop the guideline. The stakeholder of the working groups that
composed the Guideline Development Group (GDG) declared no true conflict of
interests related to this material. The stakeholders included in the guideline
development groups were requested to provide a summary of their conflicts of interest
(COI) related to CRC. These COls may be classified into financial and non-financial
(or intellectual) COI. COls were reviewed by the ERE, and admission of a stakeholder
to the GDG was contingent on the stakeholder having no or minimal COl, following
recommendations in the DOH CPG Manual (DOH [Philippines] 2018). Conflicts of
interest(s) and how COls were managed are presented in Annex A.

Identification of the Scope of the NCPG

The PIPOH framework was used by the TAG and the SC in defining the scope of this
Guideline, which refers to Population, Intervention, Professionals, Outcomes and
Health Care Setting (ADAPTE Collaboration, 2009). These five items aided the
selection and framing of clinical questions on Population; Intervention of interest —
screening, diagnostics, and treatment/management; Professionals to whom the
guideline will be targeted; specific Outcomes; and Health care setting and context that
the guideline will be implemented.

Generation of NCPG questions

The methodology of clinical question generation is based on frameworks of clinical
practice guidelines (CPG), agenda-setting, and consensus-building (Murphy et al,
1998; The James Lind Alliance, 2020; WHO, 2014). For CPG question development
guidelines, we specifically referred to guidance published by the WHO in 2014. Due
to the COVID-19 pandemic and mobility restrictions at the time of guideline
development, all methods of communication were virtual; no face-to-face, physical
gatherings were conducted.



PIPOH framework was used by the TAG and the SC in defining the scope of this
Guideline, which refers to Population, Intervention, Professionals, Outcomes, and
Health Care Setting (ADAPTE Collaboration, 2009).

Table 2. PIPOH Framework for the Colorectal Cancer NCPG Development

Framework Scope
Population Sporadic colorectal cancer (Stages I-1V)
Intervention Screening, diagnosis, treatment, and surveillance
Professionals Physicians/medical doctors, allied health professionals, and
health policy maker
Outcomes Diagnostic accuracy, disease free survival,
Health Care Setting | Tertiary hospitals

These guidelines included relevant questions on screening, diagnosis, treatment, and
surveillance of colorectal cancer. The objectives are the following:

1. To present and synthesize the best available evidence on the screening,
diagnosis, treatment, and surveillance of colorectal cancer;

2. To standardize the screening, diagnosis, treatment, and surveillance of
colorectal cancer in the Philippines for the reduction of the burden of disease;
and,

3. To complement the existing DOH program mandates on cancer control by
providing evidence to its statements for policy implementation.

The generation of CPG questions is an essential early step in CPG development.
These questions were used as the basis for the subsequent systematic review of the
evidence base on CRC (WHO, 2014). CPG questions generated by the SC were
agreed to focus on evidence uncertainties, areas of controversy in the management
of CRC and known variations of clinical practice and care especially in the resources
available in the Philippine setting. The SC was then convened in virtual workshops
where the final questions were formulated in PICO (Population, Intervention,
Comparator, and Outcome) format, reviewed, and prioritized according to a
consensus. Technical working groups were assigned for further review and revision to
reach the final PICO format of the clinical questions. The final list of PICO elements
for each CPG question is located in Annex C.1-3.

Phase 2 — Evidence Synthesis

Overview of Evidence Synthesis Methods

Considering the time and resources to produce quality CPGs, it is recommended that
existing guidelines be adapted to reduce duplication of effort and update existing
guidelines in a shorter period of time. In this CPG development process, guideline



adaptation by the ADAPTE method was considered to address specific health
questions generated. Independent methodologists and reviewers determined if
adaptation of any existing CPG was feasible and consequently created the evidence
base and recommendation matrix.

The ERE utilized the ADAPTE method to review existing guidelines for inclusion in the
evidence base and drafting of recommendation matrix. The ADAPTE collaboration has
developed a systematic approach to aid in the adaptation of guidelines (ADAPTE
Collaboration, 2009). The systematic approach aids in the use and modification of
existing guidelines to customize an existing guideline to suit the local context while
addressing relevant health questions. A systematic search of existing guidelines in
multiple databases, including PubMed, Google Scholar and Scopus®. Search terms
and limits are provided in Annex B.2. Updated versions of the guidelines were also
searched to ensure currency of the recommendations.

Assessment of the guidelines yielded from the systematic search were then given
consideration for adaptation by assessment if it meets the qualities of a high-quality
guideline using the Appraisal of Guidelines Research and Evaluation (AGREE)
instrument as well as if it can address the specific clinical questions. The AGREE I
instrument provides a framework for assessing the quality of CPGs (Brouwers et al,
2013). The 23 items in the AGREE instrument assess the methods used for
developing the guideline and quality of reporting. Assessment is focused on the rigor
and overall score. The domains and criteria for the AGREE Il tool are shown in Annex
D. The guidelines were assessed for guideline quality, currency, content, consistency,
and applicability (ADAPTE Collaboration, 2009). The characteristics and contents of
the source guidelines are summarized in Annex B.5.

Phase 3 — Evidence to Recommendations

The ERE drafted the initial recommendation statements to include level of evidence
based on the source guidelines and its references. All guidelines included utilized by
recommended Grading of Recommendations, Assessment, Development and
Evaluation (GRADE) for evaluation of level of evidence (Schunemann et al, 2013).
This is the tool developed by the GRADE working group in evaluating the quality of
the evidence and is summarized and defined in Table 3 below.

Table 3. Quality of Evidence Grades (Schinemann et al, 2013)

Grade Definition
High We are very confident that the true effect lies close to that of
the estimate of the effect.
Moderate We are moderately confident in the effect estimate: The true

effect is likely to be close to the estimate of the effect, but
there is a possibility that it is substantially different.
Low Our confidence in the effect estimate is limited: The true effect




may be substantially different from the estimate of the effect.

Very Low

effect.

We have very little confidence in the effect estimate: The true
effect is likely to be substantially different from the estimate of

The recommendation matrix developed was for finalization of the CP who were
provided by the ERE with a guide on determining the strengths of recommendation
(Schinemann et al, 2013). Recommendations may either be strong or weak. Strong
recommendations refer to issues where the guideline development group may be
confident that the benefits outweigh the risks or costs of an intervention, or vice versa,
whereas weak recommendations are those where there is appreciable uncertainty on
the calculus of benefits and risks. A summary of the implication of recommendation
strength on each type of guideline user based on WHO which is reproduced in full in

Table 4.

Table 4. Implications of Strong and Weak Recommendations for Different Users of
Guidelines (WHO, 2014)

Strong Recommendation

Weak Recommendation

situations including for the use as
performance indicators.

For Most individuals in this situation The majority of individuals in this
patients would want the recommended situation would want the
course of action and only a small | suggested course of action, but
proportion would not. many would not.
For Most individuals should receive Recognize that different choices
clinicians | the recommended course of will be appropriate for different
action. Adherence to this patients, and that you must help
recommendation according to the | each patient arrive at a
guideline could be used as a management decision consistent
quality criterion or performance with her or his values and
indicator. Formal decision aids preferences. Decision aids may
are not likely to be needed to help | well be useful helping individuals
individuals make decisions making decisions consistent with
consistent with their values and their values and preferences.
preferences. Clinicians should expect to spend
more time with patients when
working towards a decision.
For policy | The recommendation can be Policy making will require
makers adapted as policy in most substantial debates and

involvement of many
stakeholders. Policies are also
more likely to vary between
regions. Performance indicators
would have to focus on the fact
that adequate deliberation about




the management options has
taken place.

Phase 4 — Consensus Development

The result of ADAPTE evidence evaluation and recommendation synthesis was
presented to the CP, composed of CRC management stakeholders, from health care
practitioners to patient advocates to program implementers, for validation. The results
of the systematic literature review and recommendation synthesis were forwarded to
the members of the CP for review, either individually or together with their affiliated
organizations. The suggested recommendations were also reiterated to the CP.

Nominal group techniques were applied to direct the discussions (Delbecq et al, 1986).
After presentation of the evidence and recommendations, stakeholders were
requested one-by-one to provide their inputs on each recommendation within a set
time limit. The CP was allowed to revise the recommendation statements for
adaptation within reasonable limits as long as the revision did not alter the value of the
underlying evidence. The content and strength of each recommendation was then put
to a vote for finalization, consensus was set at 80% agreement on a specific
recommendation. If the CP was unable to reach the consensus marker, the cycle of
discussions then voting was repeated up to two times.

Patient Values, Preferences, and Other Considerations

As there are no patient nor patient groups present within the SC or CP, results based
on a systematic review of patient or family values, was assessed vis-a-vis the
recommendations of the GDG after consensus made.

The SC and CP thoroughly discussed the applicability of the recommendations using
several criteria, such as improvement of treatment outcomes, acceptability to local
professional practice, public health impact, and healthcare cost based on lived
experiences.

Ethics review was sought and approved by the DOH Single Joint Review Board.
External evaluation was sought by the guideline development group through a public
forum with the general surgeons where feedbacks were documented and directly

incorporated in the final manuscript.

The DOH as funding agency and EAMC as fund manager did not influence the editorial
independence of the GDG.



Dissemination and Use of the Guideline

The value of a CPG is fully appreciated when it is widely adopted, and adoption is
contingent on access and distribution of the CPG to its target audience. This clinical
practice guideline is available on the DOH website.

The GDG will work closely with DOH and other partners to ensure wide dissemination
of the guideline through different events: (1) Presentation in professional society’s
scientific fora; (2) Distribution of the guideline will be done electronically through DOH
and partner society websites; (3) Monitoring/assessment on the uptake of the
guideline will be done through monitoring the number of downloads and request for
distribution, and; (4) Health outcomes will be monitored during the first three years of
guideline distribution specifically on number of cases identified, treated and
surveillance for recurrence reported.

The NCPG recommendations are valid until new significant evidence emerges that
would require a change in recommendation. The ERE recommends revisiting the
Guidelines regularly every three years. The research recommendations may be
considered by policymakers and program managers for future research funding as
part of the continuous quality improvement of healthcare services in the country.
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Colorectal Cancer National Clinical Practice Guidelines
Recommendations

Clinical Question 1: Among adult patients newly diagnosed with colon
adenocarcinoma, is PET/CT scan the recommended initial modality for clinical staging
compared with chest and abdominopelvic CT scan with contrast?

Recommendation 1a.
PET/CT scan is not recommended as initial modality for routine colon cancer

staging and detection of distant metastasis.

Strong recommendation, Moderate-quality evidence

Recommendation 1b.
PET/CT scan does not supplant a contrast-enhanced diagnostic CT scan or MRI.

It should only be used to evaluate an equivocal finding on a contrast-enhanced
CT scan or MR or in patients with strong contraindications.

Strong recommendation, Low-quality evidence

Recommendation 1c.
Chest, abdomen, and pelvic CT scan are recommended to initially evaluate local

extent of tumor as well as invasion into nearby organs or structures, assess for
nodal metastasis and identify distant metastatic disease to lungs, liver, peritoneal
cavity, and other organs.

Strong recommendation, Low-quality evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendations of the American Society
of Colon and Rectal Surgeons (ASCRS) for Recommendation 1a and the
recommendations of the National Comprehensive Cancer Network (NCCN) for
Recommendations 1b and 1c. Chest and abdominopelvic CT scan with contrast are
the recommended initial modalities when determining the clinical stage of newly
diagnosed colon adenocarcinoma unless there are strong contraindications such as
allergy to the use of iodine contrast dye. PET/CT scan is not a routine pre-operative
work-up for colon cancer.

Summary of Evidence

The main recommendation that PET/CT scan is not advocated as part of the
recommended initial work-ups in the diagnosis and staging of CRC was based on the
source guideline (ASCRS) which was adapted from both the NCCN and European
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Society for Medical Oncology (ESMO) guidelines. The recommended initial workups
include colonoscopy with biopsy, abdominopelvic CT scan, chest CT scan, and CEA
determination. As stated in ASCRS, based on several prospective studies and a
review on chest staging modalities for patients with CRC, there was no evidence
demonstrating the superiority of PET/CT scan over contrast-enhanced CT scan for the
detection of liver, lung or peritoneal metastases (Engelmann et al, 2014; Pfannenberg
et al, 2009; Elekonawo et al, 2014; Parnaby et al, 2012).

NCCN stated that PET/CT scan may be considered if abnormalities (considered
suspicious but inconclusive for distant metastases) are seen on CT scan or MRI
provided that the information would change the management, i.e., curative resection
is being considered.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 2: Among adult patients with cTINOMO colon adenocarcinoma, is
endoscopic excision non-inferior to oncologic resection?

Recommendation 2a.

For cTTNOMO colon adenocarcinoma, endoscopic excision is not inferior to
oncologic resection. However, endoscopic excision is dependent mainly on
malignant polyp histopathological features and completeness of excision.

Strong recommendation, Moderate-quality evidence

Consensus Issues

Both the American Society of Colon and Rectal Surgeons (ASCRS) and National
Comprehensive Cancer Network (NCCN) define a malignant polyp as a pT1
adenocarcinoma arising in an adenomatous polyp, invading through the muscularis
mucosa and into the submucosa. NCCN adds that pTis (carcinoma-in-situ) is not
considered a “malignant polyp” since it has not yet penetrated the submucosa, hence,
not considered capable of regional nodal metastasis.

The Consensus Panel voted to adopt the recommendation of the ASCRS. The panel
concluded that expertise on the conduct of endoscopic excision, as well as quality
assurance and auditing should be considered in the decision to do endoscopic
excision for malignant polyp.

Summary of Evidence

The source guideline (ASCRS) recommends that a malignant polyp may be
adequately treated by endoscopic excision or may require oncologic colon resection
based on the histopathological features. This recommendation was based on two
retrospective studies and one cohort study. NCCN guideline was also considered in
this NCPG’s review of evidence.

Among patients with malignant polyps in the colon, an initial non-piecemeal
endoscopic excision with adequate margin was shown to be curative in more than
80% of patients (Butte et al, 2012; Gill et al, 2013; Richards et al, 2018). A review on
patients with a malignant polyp who underwent endoscopic excision and subsequent
colectomy found residual cancer at the polypectomy site or regional lymph nodes in
0-21% (Butte et al, 2012). Recommended endoscopic excision techniques that have
been used to avoid colectomy among patients with low-risk malignant colon polyps
were: the traditional colonoscopic polypectomy techniques, endoscopic mucosal
resection (EMR), endoscopic submucosal dissection (ESD), or combined endoscopic
and laparoscopic surgery techniques (CELS).

ASCRS describes the histopathological features that should be taken into
consideration when endoscopic excision versus oncologic resection is being
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considered for malignant polyp: (1) adequate polypectomy excision margin, (2) depth
of submucosal (SM) invasion of cancer cells, (3) degree of cellular differentiation, (4)
lymphovascular or perineural invasion (LVI or PNI), and (5) amount of tumor budding.
Several studies have shown that tumor budding was a histologic feature associated
with adverse outcome that may preclude polypectomy as an adequate treatment of
endoscopically removed malignant polyps (NCCN, 2022).

Similarly, NCCN provides favorable and unfavorable histologic features for
endoscopic excision. The favorable histologic features are: grade 1 or 2 histology,
well- or moderately differentiated histology, no LVI or PNI, and negative margin of
excision. Unfavorable histologic features are: grade 3 or 4 histology, poor
differentiation, LVI or PNI, and a “positive margin” of excision. However, there is no
consensus in both ASCRS and NCCN as to the definition of what constitutes a positive
margin of excision. In NCCN, a positive margin has been defined as: (1) tumor <2 mm
from the transected margin, (2) tumor <1 mm from the transected margin, and (3)
tumor cells present within the diathermy of the transected margin. ASCRS maintains
that the definition of a negative polypectomy excision margin is a point of debate, even
including earlier reports based on the study of Volk et al (1995) indicating the need for
a 22 mm excision margin to newer studies reporting low risk of residual cancer to even
<1 mm margin.

A malignant polyp may have a pedunculated or sessile shape which the Haggitt
classification had used to stratify the risk of lymph node metastasis based on the level
of malignant invasion (Haggitt et al, 1985). For Haggitt levels 1 to 3 (defined as
carcinoma invading through the muscularis mucosae into the submucosa but limited
to the head, neck, or any part of the stalk of a pedunculated polyp, respectively), the
risk of lymph node metastasis is negligible; while for Haggitt level 4 (defined as
carcinoma in the submucosa at base of a pedunculated or sessile polyp) the risk of
lymph node metastasis may be as high as 25%. ASCRS mentions that it is generally
accepted that complete endoscopic excision of a pedunculated malignant polyp with
Haggitt levels 1 to 3 invasion is adequate, provided that no unfavorable histologic
feature is present; but not for patients with Haggitt level 4 invasion or any malignant
polyp with unfavorable histologic feature due to high risk of recurrence or higher
occurrence of nodal or even systemic metastasis. Although NCCN mentions that
malignant sessile polyps with grade | or Il histology, negative excision margins, and
no LVI or PNI can be successfully treated with endoscopic polypectomy, the patient
must be aware that endoscopic excision is associated with higher incidence of adverse
outcomes such as higher residual and recurrent disease, greater risk of
hematogenous metastasis, and higher mortality rates compared to oncologic resection
(NCCN, 2022).

Finally, for those with fragmented specimen or margin which cannot be properly

assessed, or those with unfavorable histologic feature, NCCN recommends that
subsequent colectomy with en bloc removal of regional lymph nodes should be
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considered (i.e., oncologic resection) after thorough assessment of the clinical stage
and extent of disease.

Other guidelines mentioning the same recommendation were the American Society of
Clinical Oncology (ASCO), Belgian Health Care Knowledge Centre, and European
Society for Medical Oncology. ASCO recommends that benefits and potential harms
should be noted. With benefits include reducing the risk of the development of
malignancy by removing polyps that may be precursors, the potential harms are
general risks of endoscopy (e.g., perforation and bleeding).

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 3: Among adult patients with resectable stage I-lll colon
adenocarcinoma, should minimally invasive surgery be offered over open surgery?

Recommendation 3a.
When expertise and capability are available, a minimally invasive approach to
elective colectomy for colon adenocarcinoma is acceptable.

Strong recommendation, High-quality evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendation of the American Society of
Colon and Rectal Surgeons (ASCRS) and the National Comprehensive Cancer
Network (NCCN). The panel concluded that both the capability of centers and
expertise of surgeons should be considered when providing minimally invasive
surgical (MIS) approach on an elective oncologic resection for colon cancer.

Summary of Evidence

The ASCRS and NCCN recommendation was based on several randomized
controlled trials and a meta-analysis comparing MIS versus open approach for
oncologic resection of localized colon cancer. Laparoscopic approach with
experienced surgeons demonstrated equivalent long-term oncological outcomes
(overall survival, disease-free survival, recurrence rate, and time to recurrence),
comparable surgical outcomes (lymph node harvest and length of resection margins),
and improvements in short-term outcomes (surgical incision length, use of parenteral
narcotics and oral analgesia, amount of blood loss, duration of hospital stay, recovery
period, and postoperative complications) than open approach. ASCRS guideline
likewise highlighted a randomized controlled trial showing that robotic surgery,
although associated with longer operative time and higher cost, has the same rate of
complications and equivalent short-term related outcomes compared with
laparoscopic approach for right colectomy for colon cancer; however, for left
colectomy for colon cancer, at present, evidence to support recommendations are
limited to case reports or series. On deciding whether a laparoscopic (multiport, single-
port, or hand-assisted) or robotic approach is more appropriate, the guideline
maintains that MIS procedures should achieve the same goals as that of open surgery;
and when this is not possible, conversion to open surgery is recommended. NCCN
highlighted that routine use of MIS is generally not recommended for tumors that: are
acutely obstructed or perforated, are clearly locally invasive into nearby structures or
cT4, and has prohibitive abdominal adhesions.

In addition, the ASCRS and the Society of American Gastrointestinal and Endoscopic
Surgeons (SAGES) have recommended minimum requirements that surgeons must
meet before they can perform laparoscopic surgery with curative intent in patients with
cancer. Adequate training for laparoscopic colorectal surgery is described as
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completion of at least completed 50 cases, as SAGES guidelines suggest. Other key
guidelines with the same recommendation include American Society of Clinical
Oncology (ASCO), Scottish Intercollegiate Guidelines Network, and Belgian Health
Care Knowledge Centre. Lastly, ASCO guidelines highlights that the resources of the
facilities should be considered.

Research Recommendation

The GDG recommended to conduct a costing study of adopting minimally invasive
approach in the management of colon adenocarcinoma.
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Clinical Question 4: Among adult patients with reliable pre-operative imaging showing
unresectable locally advanced colon adenocarcinoma, does neoadjuvant
chemotherapy followed by surgery yield better outcomes than upfront surgery followed
by adjuvant chemotherapy?

Recommendation 4a.
Neoadjuvant chemotherapy is an option for locally advanced colon

adenocarcinoma.

Good Practice Statement

Recommendation 4b.
Patients with unresectable locally advanced colon adenocarcinoma should be

considered for neoadjuvant therapy to attempt to convert to resectability.

Strong recommendation, Moderate-quality evidence

Recommendation 4c.

Neoadjuvant chemotherapy can result in tumor regression and may facilitate
margin-negative excision of initially unresectable locally advanced colon
adenocarcinoma.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendations of the American
Society of Colon and Rectal Surgeons (ASCRS) and emphasized the importance of
margin-negative oncologic resection for colon cancer. The CP had included a good
practice statement that neoadjuvant chemotherapy (NAC) is an option for locally
advanced colon cancer, which is supported also by evidence stated in source
guideline. The CP highlighted that the definition of unresectable colon cancer should
be included. In this guideline, patients with colorectal cancer fixed to critical structures
(e.g., IVC and pelvic sidewall) are then considered locally "unresectable" for cure
(Mathis et al, 2008).

Summary of Evidence

The recommendations were based on source guidelines (ASCRS) from National
Comprehensive Cancer Network (NCCN) recommendation, one systematic review,
and two prospective studies (FOXTROT and PRODIGE 22). Margin-negative
oncologic resection is extremely important in colon cancer treatment as positive
surgical margin is associated with significantly worse outcomes in terms of disease
progression, disease-free survival, and overall survival. Resectability can be identified
by contrast-enhanced abdominal CT scan or MRI before surgical exploration and may
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facilitate operative planning and referral to a multispecialty surgical team, as needed.
For locally advanced colon cancers preoperatively, NAC can be considered as an
option for cT4b or bulky nodal disease as this can result in tumor regression and may
facilitate complete oncologic resection (Arrendondo et al, 2017; de Gooyer et al, 2020).

In a systematic review by Arrendondo et al (2020) which included six studies, NAC
resulted in: tumor volume reduction in two-thirds of patients, major pathological tumor
regression in 4-37% of cases which significantly improved three-year disease-free
survival in responders compared with non-responders (94% vs 63%, p = 0.005); and
a 23% lower three-year mortality rate in matched patients with cT4b tumors who
received neoadjuvant compared with adjuvant chemotherapy (HR 0.77, 95% CI 0.6—
0.98; p = 0.04); however, no benefit was noted for cT3 nor cT4a tumors.

Likewise, tumor regression was demonstrated in both the FOxTROT trial and
PRODIGE 22 trial. In the FOXTROT trial, colon cancer patients treated with NAC (3
cycles) followed by surgery and adjuvant chemotherapy (9 cycles) showed: significant
T and N stage downstaging (p < 0.001), a pathological complete response rate of
3.8%, and a trend toward less recurrent or persistent disease at two years (14.0% vs.
17.5%) as compared to patients who received adjuvant chemotherapy (Seymour et al,
2019). The PRODIGE 22 trial, which randomized colon cancer patients to surgery
followed by adjuvant chemotherapy (12 cycles) or NAC (4 cycles) followed by surgery
and then adjuvant chemotherapy (8 cycles) showed that tumor regression grades 1 -
2 (44% vs 8%, p < 0.001) was more likely to be achieved and had a significantly
increased rate of pTNM downstaging among patients in the NAC arm (Karoui et al,
2020). Furthermore, a systematic review of 20 trials has shown that neoadjuvant use
of a combination of 5-FU, oxaliplatin, and irinotecan plus bevacizumab or cetuximab
(for KRAS wild-type cancers) resulted in an overall response rate of 55-85%, a
conversion to resectability in 10-61%, and an RO-resection rate of as high as 54%
(Bolhuis et al, 2020).

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 5: Among adult patients with stage Il colon adenocarcinoma with
high-risk features for recurrence, is oxaliplatin-based adjuvant chemotherapy
recommended than 5FU/leucovorin or capecitabine monotherapy?

Recommendation 5a.
Oxaliplatin-based adjuvant chemotherapy is recommended for stage Il colon
adenocarcinoma patients with high-risk feature(s).

Strong recommendation, Low-quality evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendations of American Society of
Colon and Rectal Surgeons (ASCRS) that an adjuvant chemotherapy for stage Il colon
adenocarcinoma patients with high-risk features for recurrence may offer a survival
benefit.

Summary of Evidence

ASCRS defines high-risk stage Il colon cancers to include those that present clinically
with intestinal obstruction or perforation; or on histopathology have inadequately
sampled lymph nodes (less than 12 lymph nodes in the resection specimen), a close
indeterminate or positive resection margin, T4b tumor depth of invasion, poorly
differentiated/undifferentiated histology, lymphovascular invasion, perineural invasion,
with high-level tumor budding, or are microsatellite stable/mismatch repair proficient.

Based on the ASCRS guideline, there are conflicting data regarding the role of
adjuvant chemotherapy in stage Il colon cancer. While the initial subgroup analysis of
the MOSAIC trial suggested a benefit of adding oxaliplatin to adjuvant treatment for
high-risk stage Il colon cancer patients, a more recent analysis of these data showed
no benefit to adding oxaliplatin in the adjuvant treatment of either low or high-risk stage
Il disease (Andre et. al 2009, Tournigand et al, 2012). However, the ASCRS has
recommended that oxaliplatin-based adjuvant chemotherapy for high-risk stage I
colon cancer patients may offer a survival benefit. The expected five-year survival for
a patient with a well-differentiated T3 colon cancer can be as high as 90% whereas
for poorly differentiated T4b colon cancer can be as low as 74% (Kuceiko et al, 2020).
In a 2016 retrospective study by Casadaban et al for stage Il colon cancer patients
included in the National Cancer Database (NCDB), the use of adjuvant chemotherapy
was associated with improved survival irrespective of pathological risk factors. Most
studies based on NCDB data suggest that there is minimal to no benefit to adjuvant
treatment in patients with “low-risk” stage Il colon cancer, while stage Il patients with
one or more high-risk features have a risk of recurrence which approaches stage llla
colon cancer, hence, adjuvant chemotherapy is routinely considered (Kumar et. al,
2015).
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ASCRS 2022 provided a recommendation based on moderate quality evidence based
on a pooled analysis of five prospective trials and analysis of NCDB. In the pooled
analysis of five prospective trials on adjuvant chemotherapy in patients with stage Il
colon cancer in which fluorouracil-based was compared with oxaliplatin-based
treatment, the addition of oxaliplatin resulted in an improvement in five-year disease-
free recurrence (10.3% vs 15.3%, p < 0.05) but no difference in five-year mortality rate
(9.4% - 10.2%, p > 0.05) (Shah et al, 2016).

Other guidelines with the same recommendation cited were National Comprehensive
Cancer Network (NCCN) and European Society for Medical Oncology (ESMO). NCCN
specifically mentions that NCCN Panel supports the conclusion of the 2004 American
Society of Clinical Oncology Panel and believes that it is reasonable to accept the
relative benefit of adjuvant chemotherapy in stage Il disease as indirect evidence of
benefit for stage Il disease, especially for those with high-risk features. Meanwhile,
ESMO recommended that patients with high-risk stage Il disease (pT4 or <12 lymph
nodes or multiple intermediate risk factors, regardless of MSI) may be considered for
the addition of oxaliplatin in the adjuvant chemotherapy.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 6: What is the preferred sequence of treatment for resectable and
potentially resectable stage IV colon adenocarcinoma?

Recommendation 6Ga.
Patients with initially resectable colon adenocarcinoma with liver or lung

metastasis can be treated with upfront surgical resection followed by adjuvant
chemotherapy or neoadjuvant chemotherapy followed by surgery.

Strong recommendation, Moderate-quality evidence

Recommendation 6b.
Patients with resectable distant metastatic disease and a primary tumor in place

should have both sites resected with curative intent. These can be resected in
one operation or as a staged approach, depending on the complexity of the
metastasectomy or colectomy, comorbid diseases, and surgeon expertise.

Strong recommendation, Moderate-quality evidence

Recommendation 6c¢.
Patients with resectable colon adenocarcinoma and peritoneal metastasis

without extra-abdominal disease, cytoreductive surgery with or without
intraperitoneal chemotherapy should be considered in multidisciplinary setting
with appropriate expertise.

Strong recommendation, Moderate-quality evidence

Recommendation 6d.
A six-month course of systemic chemotherapy can be considered for most

patients undergoing liver or lung resection to increase the likelihood of
eradication of residual microscopic disease.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendations of the American
Society of Colon and Rectal Surgeons (ASCRS) and the National Comprehensive
Cancer Network (NCCN).

The CP highlighted that the standard of care for patients with colon cancer with
resectable metastatic disease is surgical resection of both the primary tumor and the
distant metastasis and agrees with the ASCRS recommendation that the treatment of
patients with resectable stage IV colon cancer should be individualized and based on
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a comprehensive multidisciplinary team discussion together with the hepatobiliary or
thoracic surgeons.

Summary of Evidence

For patients with resectable primary colon cancer and with resectable liver or lung
metastasis, the NCCN (2022) recommends the following options: (1) synchronous or
staged colectomy with liver or lung resection followed by adjuvant chemotherapy
(oxaliplatin-based is preferred), (2) neoadjuvant chemotherapy (NAC) for 2 to 3
months (oxaliplatin-based is preferred) followed by synchronous or staged colectomy
with liver or lung resection, then adjuvant chemotherapy, or (3) colectomy followed by
systemic chemotherapy and a staged liver or lung resection followed by adjuvant
chemotherapy. Overall, combined neoadjuvant and adjuvant chemotherapy should
not exceed six months.

The role of systemic chemotherapy in the setting of resectable liver metastases was
shown in the European Organization for Research and Treatment intergroup trial
40983 study where patients with up to four resectable liver metastases were randomly
assigned to either liver surgery alone (i.e., no neoadjuvant or adjuvant chemotherapy);
or to six cycles of neoadjuvant 5-fluorouracil, leucovorin, and oxaliplatin (FOLFOX),
followed by liver metastasectomy, and then six cycles of adjuvant FOLFOX (Nordinger
et al, 2008; Nordinger et al, 2013). At three-year follow-up, there was a 7% better
progression-free survival in the perioperative chemotherapy group compared with the
surgery-alone group (35% vs 28%, p = 0.04). At a median follow-up of 8.5 years
(interquartile range 7.6-9.5), five-year overall survival did not significantly differ among
treatment groups (51% for those who received perioperative chemotherapy and 48%
among those who underwent surgery alone).

ASCRS recommended that in patients with resectable colon cancer and peritoneal
metastases, the initial treatment options should include systemic chemotherapy and/or
resection of the peritoneal metastases with or without intraperitoneal chemotherapy.
Systemic chemotherapeutic agents and targeted biologic therapies have improved
outcomes of patients with colorectal cancer-associated carcinomatosis, with a median
survival in the range of 16-24 months (Zani et al, 2013). In the first randomized trial of
cytoreductive surgery and intraperitoneal chemotherapy versus systemic oxaliplatin-
based chemotherapy by Cashin et al (2016), two- and five-year overall survival rates
were 54% and 38% (p = 0.04) and 33% and 4% (p = 0.02), respectively.

The PRODIGE-7 multi-center randomized, controlled trial that compared
cytoreduction alone (n = 132) versus combined cytoreduction and hyperthermic
intraperitoneal chemotherapy (HIPEC) (n = 133) raised doubts about the value of
HIPEC which showed no overall survival benefit (41-42 months in both arms) with the
addition of HIPEC. The addition of HIPEC resulted in higher rates of severe adverse
events (Quinet, et al, 2021).
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A retrospective study of 553 Japanese patients who underwent colorectal cancer lung
metastasectomy: segmentectomy (n = 98) or wedge resection (n = 455), reported five-
year recurrence-free survival in 49% and 36% and five-year overall survival in 80%
and 68% (Shiono et al, 2017). A variety of lung metastasectomy excision types were
performed in 522 Spanish patients, with the median disease-free and disease-specific
survival being 28 and 55 months, respectively, with the best outcomes in patients who
had a major resection with lymphadenectomy (Hernandez et al, 2016).

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 7: Among adult patients newly diagnosed with rectal
adenocarcinoma, is pelvic MRI the recommended modality for preoperative clinical
locoregional staging over endorectal ultrasound?

Recommendation 7a.

Pelvic MRI (rectal cancer protocol) is the preferred modality for preoperative
clinical locoregional staging of newly diagnosed rectal adenocarcinoma.
Endorectal ultrasound may be considered when differentiating between early T
stages or when MRI is contraindicated or not available.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendation of the American
Society of Colon and Rectal Surgeons (ASCRS) and National Comprehensive Cancer
Network (NCCN). They recognized the role of pelvic magnetic resonance imaging
(MRI) with rectal cancer protocol for locoregional staging (T and N stage) of low to mid
rectal adenocarcinoma preoperatively. In addition, they also pointed out the role of
endorectal ultrasound (EUS) if pelvic MRI cannot be offered due to any
contraindication or unavailability. Aside from pelvic MRI (preferred) or EUS, other
important pre-operative workups for diagnosis and staging of rectal cancer include
colonoscopy and proctoscopy with biopsy; contrast-enhanced abdominopelvic CT
scan, chest CT scan and CEA determination.

Summary of Evidence

Determining the clinical stage of rectal cancer is highly important since it will direct
decisions regarding choice of initial treatment, either surgery or neoadjuvant therapy.
Both the ASCRS and NCCN have recommended pelvic MRI with contrast over EUS
as the preferred modality for pre-operative locoregional staging of rectal cancer. MRI
with contrast staging of rectal adenocarcinoma, using standardized technical protocols
and reporting templates, is considered the preferred modality for clinical locoregional
staging of newly diagnosed patient. It can accurately assess the depth of tumor
penetration (T stage), presence of locoregional nodal metastases (N stage), and the
relationship between lesions within the mesorectum and the mesorectal fascia; hence,
it can help ascertain surgical clearance of the circumferential resection margin (CRM)
prior to oncologic resection. NCCN defines a clear or negative CRM as >1 mm from
mesorectal fascia and levator muscles, and not invading into the intersphincteric
plane; while an involved or threatened CRM is within 1 mm of mesorectal fascia, or
within 1 mm from levator muscles for distal rectal cancer. In addition, pelvic MRI can
fully image high, obstructing, or bulky rectal cancer tumors including regions beyond
the immediate area of the primary tumor, such as tumor deposits and vascular
invasion which the EUS can have limitations.
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Endorectal ultrasound (EUS) is most useful in differentiating between early T stages
(i.e., T1 versus T2), thus, is considered complementary to MRI for such purposes and
when MRI is contraindicated (i.e., when implantable medical devices are present) or
unavailable.

Falleti et al (2018) have demonstrated pelvic MRI to be accurate for the prediction of
T and N stage and, pre-operatively, the disease-free survival (HR, 1.65; 95% CI, 1.01-
2.69; P < .05) and local recurrence (HR, 3.50; 95% CI, 1.53-8.00; P < .05). Clinical
nodal (cN) staging is comparable with pelvic MRI (Sensitivity = 66%, Specificity = 76%)
and EUS (Sensitivity = 67%, Specificity = 78%), but the cN staging accuracy may be
further improved in MRI by incorporating criteria such as a spiculated border and
mixed signal intensity.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 8: Among adult patients with cT1NOMO rectal adenocarcinoma,
should local excision +/- adjuvant treatment (radiotherapy or chemoradiotherapy) be
offered as compared to oncologic resection?

Recommendation 8a.

Local excision is an appropriate treatment option for carefully selected patients
with ¢cT1NO rectal adenocarcinoma with favorable clinical and histological
features.

Strong recommendation, Moderate-quality evidence

Recommendation 8b.
For high-risk patients who refuse or are medically unfit for radical resection,

adjuvant chemoradiation should be recommended after local excision and
should be followed by surveillance for a potentially salvageable recurrence.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendation of American Society
of Colon and Rectal Surgeons (ASCRS) and National Comprehensive Cancer
Network (NCCN) that local excision is an appropriate treatment modality for carefully
selected cT1NO rectal cancer patients without high-risk features for recurrence.

Summary of Evidence

The source guidelines of the above recommendation are ASCRS and NCCN.

Local excision is an appropriate treatment option among carefully selected cT1NO
rectal cancer patients with favorable clinical and histopathological features which
include small (<3 cm), well- or moderately differentiated (grade 1 or 2 histology)
adenocarcinomas limited to less than 30% of the rectal circumference, no
lymphovascular or perineural invasion (LVI or PNI), SM1 or SM2 depth of submucosal
invasion of cancer cells, without tumor budding on tissue biopsy, no clinical perirectal
nodal involvement based on pelvic MRI or endorectal ultrasound evaluation, and are
accessible transanally for full-thickness margin-negative excision. Haggitt et al (1985)
stratified the risk of lymph node metastasis of cT1 tumor based on the shape of
malignant polyp that may guide treatment decisions. For Haggitt levels 1 to 3 (defined
as carcinoma invading through the muscularis mucosae into the submucosa but
limited to the head, neck, or any part of the stalk of a pedunculated polyp,
respectively), the risk of lymph node metastasis is negligible; thus, complete local
excision of a pedunculated polyp with favorable clinical and histopathological features
is adequate. Local excision can be done by conventional transanal excision for tumors
that are located within 8 cm of the anal verge: or by using different transanal
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endoscopic platforms such as transanal endoscopic microsurgery (TEMS), transanal
endoscopic operations (TEQO), or transanal minimally invasive surgery (TAMIS) for
more proximal rectal lesions. It is recommended that the locally excised rectal tumor
should be properly oriented and pinned before fixation and must be brought to the
pathologist by the surgeon to facilitate an oriented histopathologic evaluation of the
surgical margins.

The rate of local recurrence following local excision for cT1 rectal cancer (7% to 21%)
remains higher than that after radical resection; thus, subsequent radical resection is
typically recommended when pathologic examination reveals unfavorable
histopathological features that may increase the risk of recurrence such as deeper T
stage (T2 or higher), poorly differentiated or grade 3 or 4 histology, with LVI or PNI,
SM3 depth of submucosal invasion, tumor budding, and inadequate excision margins.
Furthermore, though local excision offers the advantages of minimizing operative risk
and functional sequelae, it does not adequately remove or pathologically stage the
mesorectal lymph nodes posing a risk for occult nodal metastasis, particularly for
Haggitt level 4 (defined as carcinoma in the submucosa at base of a pedunculated or
sessile polyp) in which the risk of lymph node metastasis is high. More recent studies
showed that the risk of occult nodal metastasis from T1 lesion ranges from 6-11%, but
with greater risk if unfavorable histopathological features are present; hence, for
patients with Haggitt 4 malignant polyp with unfavorable histologic features, an
oncologic resection is recommended.

For patients with high-risk T1 lesions who refuse radical resection or prioritize
sphincter preservation, addition of adjuvant chemoradiation after adequate local
excision has been considered. A systematic review comparing local excision with
adjuvant chemoradiation versus radical resection among patients with pT1 rectal
lesions showed a weighted average local recurrence rate of 10% (95% CI, 4-21) vs
6% (95% ClI, 3-15). The need for surveillance after local excision is recommended to
check on potentially salvageable recurrence. Thus, patients with Haggitt 4
classification or with unfavorable histopathological features undergoing local excision
must be aware that the procedure is associated with higher incidence of adverse
outcomes (e.g., higher residual and recurrent disease, greater risk of hematogenous
metastasis, and higher mortality rates) compared to oncologic resection (NCCN,
2022).

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 9: Among adult patients with resectable stage I-1ll low to mid rectal
adenocarcinoma, should minimally invasive surgery be offered over open surgery?

Recommendation 9a.
Minimally invasive surgical approach following standard oncologic techniques of

total mesorectal excision (TME) can be considered and should be performed by
experienced surgeons with technical expertise.

Strong recommendation, High-quality of evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendation of the American Society of
Colon and Rectal Surgeons (ASCRS) but emphasized that MIS approach for TME
should be performed by experienced surgeons with technical expertise following
standard oncologic principles.

Summary of Evidence

Based on the ASCRS guideline, minimally invasive surgery (MIS) for rectal cancer
improves short-term perioperative outcomes. However, its long-term oncologic results
remain unclear since several randomized, controlled trials (RCT) have raised
concerns regarding the pathologic outcomes of laparoscopic resection for rectal
cancer. Their findings showed that there is a concerning higher incidence of positive
circumferential resection margin (CRM) with the laparoscopy group as compared to
open surgery and the impact of these outcomes on long-term survival is still being
clarified.

TME for adenocarcinoma of the middle third of the rectum should typically be
performed as part of a low anterior resection. TME for adenocarcinoma of the lower
third of the rectum should typically be performed as part of an ultra-low anterior
resection or abdominoperineal resection (APR). For ultra-low anterior resection, distal
mural margin of at least 2 cm is required, while for cancers located at or below the
mesorectal margin, a 1 cm distal mural margin is generally acceptable. One of the
most important parameters in TME surgery is achieving adequate CRM, as CRM
positivity is associated with increased risk for local recurrence and decreased survival
(5-year local recurrence: HR = 3.50; 95% CI, 1.53-8.00; p < 0.05; 5-year overall
survival: HR = 1.97; 95% ClI, 1.27-3.04; p < 0.01).

The primary landmark trials which randomly assigned patients with rectal cancer to
laparoscopic versus open oncologic resection are the COLOR Il, CLASSICC,
COREAN, ACOZOG Z6051, and the ALaCaRT trials. Pathologic outcomes of concern
were observed in several trials. The CLASICC trial reported that CRM positivity rate is
slightly higher in the laparoscopic versus the open rectal cancer resection group (16%
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versus 14%; p = 0.8) although not statistically significant. In the ACOSOG Z6051 trial,
the composite primary end point (CRM >1 mm, negative distal margin, and TME
completeness) was met in significantly fewer patients in the laparoscopic arm (81.7%;
95% ClI, 76.8%—86.6% vs 86%; 95% CI, 82.5%—-91.4%). In the ALaCaRT, successful
resection was achieved in significantly fewer patients in the laparoscopic arm (82% vs
89%; risk difference of —7.0%; 95% CI, —12.4% to «; p = 0.38 for noninferiority) as
well. Meta-analyses of RCTs have also reported significantly higher rates of
incomplete resection (13.2% vs 10.4%; RR = 1.31; 95% CI, 1.05-1.64; p = 0.02) in
the laparoscopic groups.

Nonetheless, the survival outcomes available based on the five landmark trials are still
limited to less than a 5-year median follow-up duration. The three trials (COLOR I,
CLASICC, and COREAN) demonstrated noninferiority of laparoscopy compared with
open surgery for rectal cancer as the results showed no significant differences in 3-
year local recurrence rates or 5-year disease-free survival (DFS) rates. In the
ACOSOG Z6051 trial, laparoscopic and open rectal cancer resection showed no
difference in 2-year DFS (79.5%; 95% CI, 74.4-84.9 vs 83.2%; 95% CI, 78.3-88.3),
locoregional recurrence (4.6% vs 4.5%), and distant recurrence (14.6% vs 16.7%).
Similarly, in the ALaCaRT trial, the two groups did not significantly differ in 2-year local
recurrence rate or 2-year DFS rate.

Based on ASCRS guideline, data regarding robotic rectal cancer surgery have yet to
mature. Meanwhile, initial reports of ROLARR trial and a meta-analysis from eight
randomized trials comparing robotic and laparoscopic rectal cancer surgery showed
no difference in the CRM positivity rate (5.1% robotic versus 6.3% laparoscopic;
adjusted OR = 0.78; 95% CI, 0.35-1.76; p = 0.56) with similar pathologic outcomes
including resection margin status and number of harvested lymph nodes, but no
comparisons of oncologic outcomes were reported.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 10: Among adult patients with Stage Il or Ill rectal adenocarcinoma,
is neoadjuvant short course radiotherapy comparable to long course
chemoradiotherapy?

Recommendation 10a.
Neoadjuvant short course radiation therapy and long course chemoradiation

therapy are comparable for Stage Il or Ill rectal adenocarcinoma in terms of
outcomes such as survival, recurrence, and complications.

Strong recommendation, High-quality evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendation of the American Society of
Colon and Rectal Surgeons (ASCRS) and American Society for Radiation Oncology
(ASTRO).

Summary of Evidence

For patients with clinical stage Il-1ll low and midrectal cancer, neoadjuvant radiation
therapy (RT) is recommended. Multiple prospective trials have demonstrated that
neoadjuvant RT decreases the risk of local recurrence, even in the era of total
mesorectal excision (TME). These results were confirmed by several meta-analyses,
which consistently found that the hazard ratio for local recurrence with RT was
approximately 0.5 compared with surgery alone.

The two most commonly used neoadjuvant therapy regimen are the short-course RT
(5 Gy daily for 5 days without chemotherapy) and long-course chemoradiation therapy
(CRT) (1.8-2 Gy per fraction over 5 to 6 weeks, for a total of 45-50.4 Gy with concurrent
5-fluorouracil-based chemotherapy). Two randomized trials that compared
neoadjuvant short-course RT and long-course chemoradiation therapy (CRT) that
reported long-term oncologic outcomes are the Polish trial and the Trans-Tasman
Radiation Oncology Group trial (TROG) 01.04 which showed similar rates of local
recurrence, development of distant metastasis in 5 years, and overall survival. While
the rates of high-grade late toxicity did not significantly differ in either trial, significantly
less acute toxicity was associated with short-course RT than with long-course CRT
(8% versus 18%, p < 0.001 in the Polish trial and 1.9% versus 28%, p < 0.001 in the
TROG 01.04 trial). There is also no difference in the rates of complete RO resection
and rates of sphincter preservation in the pooled analysis in either trial.

Neoadjuvant short-course RT or long-course CRT are recommended equally. This is
based on high-quality evidence that either approach improves local control, and
randomized studies suggesting similar efficacy and patient-reported Quality of Life
outcomes for either treatment.
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Research Recommendation

The GDG recommended to conduct a costing study on the neoadjuvant short course
radiotherapy for the management of patients with stage Il and Ill rectal
adenocarcinoma.
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Clinical Question 11: Among adult patients diagnosed with cT4b, cN2 or unresectable
nonmetastatic rectal adenocarcinoma, does total neoadjuvant therapy yield better
outcomes than neoadjuvant short course radiation therapy or long course
chemoradiation therapy + adjuvant chemotherapy?

Recommendation 11a.
Considerations for total neoadjuvant therapy over standard neoadjuvant therapy

(short course radiation therapy or long course chemoradiation therapy) for cT4b,
cN2 or unresectable nonmetastatic rectal adenocarcinoma must be based on a
multidisciplinary team evaluation.

Strong recommendation, Low-quality evidence

Consensus Issues

The Consensus Panel voted to adopt the recommendation of the American Society of
Colon and Rectal Surgeons (ASCRS) and National Comprehensive Cancer Network
(NCCN) but emphasized the importance of multidisciplinary team (MDT) evaluation
when multimodality therapy for nonmetastatic locally advanced rectal adenocarcinoma
is recommended.

Summary of Evidence

Total neoadjuvant therapy (TNT) is a treatment strategy for locally advanced rectal
adenocarcinoma, which delivers both neoadjuvant systemic chemotherapy and
chemoradiotherapy (CRT) prior to oncologic resection. TNT may either refer to
induction systemic chemotherapy followed by long course CRT, or to long course CRT
followed by consolidation systemic chemotherapy prior to oncologic resection. The
treatment is given for a total duration that should not, in general, exceed six months.
This treatment strategy was developed to address micro-metastases earlier than the
adjuvant setting and have the ability to deliver all planned systemic therapy to a greater
proportion of patients.

The efficacy and safety of TNT was assessed in the EXPERT and EXPERT-C trials
that enrolled rectal cancer patients with poor-risk disease characterized by low-lying,
cT4 or cN2 rectal cancer, or a threatened circumferential resection margin (CRM) as
evaluated by pelvic MRI. The pooled analysis revealed a five-year progression-free
survival and overall survival rates of 66.4% and 73.3%, respectively. Encouragingly
high pathologic complete response (pCR) rates for TNT were also reported at 24% in
EXPERT and 29% in CONTRE.

Several trials have been conducted comparing TNT with standard neoadjuvant
therapy. A comparison was made between TNT and CRT with adjuvant chemotherapy
in the Spanish GCR-3 trial and a retrospective cohort analysis. The pCR rates were
similar between the two in the Spanish GCR-3 trial, while TNT produced a higher pCR
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rate (36% vs 21%) in the cohort analysis.

The different sequences of introducing TNT have been described in several guidelines
but comparative data regarding long-term toxicity and survival rates are limited.
Hence, a multidisciplinary team discussion is recommended to tailor the management
to the individual patients with locally advanced rectal cancer who will be subjected to
multimodality treatment.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 12: Among adult patients with rectal adenocarcinoma with complete
clinical response following neoadjuvant therapy, is “watch and wait” management
approach comparable to oncologic resection?

Recommendation 12a.
Patients with a complete clinical response to neoadjuvant therapy should be

offered oncologic resection.

Strong recommendation, Low-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendation of the American
Society of Colon and Rectal Surgeons (ASCRS) that oncologic resection should be
offered in patients with rectal adenocarcinoma with complete clinical response
following neoadjuvant treatment. They agreed that a “watch and wait” management is
an option only for patients who are medically unfit to undergo or refusing oncologic
resection.

Summary of Evidence

Complete clinical response (cCR) after neoadjuvant therapy can be assessed clinically
by checking for the absence of: (1) a palpable tumor on digital rectal examination, (2)
a visible pathology other than a flat scar on endoscopy, and (3) evidence of disease
on cross-sectional imaging (CT scan, MRI, or PET). ASCRS guideline recommends
that a patient with cCR following neoadjuvant therapy should typically be offered
oncologic resection to confirm if the patient achieved pathologic complete response
(pPCR) which is associated with excellent long-term outcomes. The pCR rate following
neoadjuvant chemoradiation therapy has been associated with rate up to 20% or
higher.

The need for oncologic resection among patients with cCR has been put into question,
particularly in situations where sphincter preservation would be jeopardized or an
abdominoperineal resection would be the surgical option, which could result in a
permanent stoma for the patient. However, the correlation between cCR and pCR is
poor, and there is currently no reliable method to accurately confirm pCR unless
evaluating a total mesorectal excision specimen histologically.

Clinical and endoscopic evaluation cannot predict who among the patients with cCR
will have a pCR. In a correlation study, 75% of patients with no disease identified by
clinical and endoscopic evaluation had pathologic foci of tumor found at the time of
resection; while in another study, 61% of patients with a pCR after neoadjuvant
therapy had a residual mucosal abnormality preoperatively. Since patients with no
mural disease may still harbor lymph node metastasis, and clinical and endoscopic
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assessment of response alone cannot reliably predict pCR, the need for oncologic
resection cannot be dismissed.

With the inherent risks of oncologic resection and reluctance of patients to undergo
radical resection, a “watch and wait” nonoperative approach has been explored in
selected patients who achieved a cCR despite concerns regarding oncologic
sufficiency. A pooled 2-year local recurrence rate of 15.7% (95% CI, 11.8-20.1) was
observed with a salvage surgery possible in 83.8 to 95.4% in patients with a local
recurrence.

Comparison of outcomes between the “watch and wait” patients and patients with pCR
who underwent radical resection showed no differences in the overall survival (OS) in
an early meta-analysis; but in recent studies, a retrospective study showed inferior 5-
year OS (73%; 95% CI, 60%—89% vs 94%; 95% CI, 90%—-99%) and worse disease-
free survival (75%; 95% CI, 62%—90% vs 92%; 95% CI, 87%—-98%) among “watch
and wait” patients. Furthermore, a significantly higher rate of development of distant
metastasis was seen among patients subjected to “watch and wait” treatment
approach who developed local recurrence (36%) compared to those who did not (1%)
(p < 0.001).

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 13: What is the preferred sequence of treatment for resectable and
potentially resectable stage IV rectal adenocarcinoma?

Recommendation 13a.
Referral to a multidisciplinary team in a Center of Excellence to determine the

sequence of treatment for resectable and potentially resectable stage IV rectal
adenocarcinoma is recommended.

Good Practice Statement

Consensus Issues

The above recommendation is a good practice statement agreed upon by the
members of the Consensus Panel (CP) based on the evidence presented. They did
not vote on a sequence of treatment for resectable and potentially resectable stage IV
rectal adenocarcinoma, but collectively recommended a multidisciplinary team (MDT)
evaluation to determine the optimal sequence of curative-intent treatment for
advanced rectal cancer.

Summary of Evidence

In 2018, the National Comprehensive Cancer Network (NCCN) panel recommended
that a total neoadjuvant therapy approach be the treatment for resectable rectal
adenocarcinoma with concomitant distant metastasis to the liver or lung. Initial
treatment options include neoadjuvant chemoradiation therapy (CRT) for direct local
treatment of the primary rectal cancer, neoadjuvant chemotherapy regimen to target
metastatic disease, and curative-intent resection which is either staged (primary rectal
first versus distant metastatic site first) or synchronous resection (distant metastases
and primary rectal cancer). CRT, as an initial therapy, offers the advantage of a
possible decreased risk of pelvic failure following surgery; however, it may cause a
decrease in tolerance to systemic targeted therapy-containing adjuvant regimens,
limiting subsequent treatment of systemic disease. Nevertheless, available data are
very limited to help guide in decisions regarding optimal treatment approaches in this
patient population.

The use of systemic therapy to surgery post-operatively (as adjuvant) or peri-
operatively (neoadjuvant plus adjuvant) has also been considered among resectable
stage IV rectal cancer. However, it produced varied outcomes showing a benefit in
progression-free survival and disease-free survival but not in overall survival. The
optimal sequencing of systemic therapy and resection remains unclear. Neoadjuvant
therapy offers the potential advantages of earlier treatment of micrometastatic
disease, determination of responsiveness to therapy, and avoidance of local therapy
for those patients with early disease progression. The potential disadvantages, on the
other hand, include missing the “window of opportunity” for resection due to the
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possibility of disease progression or achievement of a complete response and
development of liver steatohepatitis and sinusoidal liver injury for some
chemotherapeutic agents.

With the very limited evidence available, a referral to an MDT in a Center of Excellence

was recommended to determine the best sequence of treatment for resectable and
potentially resectable stage IV rectal adenocarcinoma.

Research Recommendation

The GDG recommended no additional research.
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Clinical Question 14: Among adult patients with locally advanced and advanced
colon and rectal adenocarcinoma, does an MDT approach yield better outcomes
than a non-MDT approach?

Recommendation 14a.
The treatment of patients with resectable stage IV colorectal adenocarcinoma

should be individualized and based on a comprehensive multidisciplinary team
(MDT) discussion.

Strong recommendation, Moderate-quality evidence

Recommendation 14b.
Optimum therapeutic strategy and centralization of care is best carried out by an

adequately trained MDT which should include a surgeon, medical oncologist,
radiation oncologist, diagnostic radiologist, gastroenterologist, pathologist, and
other needed specialists as necessary.

Strong recommendation, Low-quality evidence

Recommendation 14c.
An MDT approach is strongly recommended for all locally advanced and

advanced colorectal adenocarcinoma to determine the best treatment options.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) voted to adopt the recommendations of the American
Society of Colon and Rectal Surgeons (ASCRS). Other guidelines mentioning the
same recommendations that were considered were from: Hellenic Society of Medical
Oncology (HeSMO) which was based on a recommendation from European Society
for Medical Oncology (ESMO) as a source guideline, and two observational studies.
HeSMO guideline, however, had low AGREE Il score on rigor.

It was discussed that optimal management of patients with colorectal cancer for clinical
input and collaboration among a team of clinicians is essential and includes expertise
from surgery, medical oncology, radiation oncology, gastroenterology, diagnostic
radiology, pathology, and other ancillary team members, such as hepatobiliary
surgeon for patient with liver metastasis or thoracic surgeon for patient with pulmonary
metastasis. The CP highlighted the inclusion of diagnostic radiologists in the
multidisciplinary team. The discussion of management by a multidisciplinary team
covers: preoperative clinical staging, modifying and individualizing multimodality
treatment, planning technical aspects of surgery, and reviewing pathologic staging.
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Summary of Evidence

Recommendation from ASCRS were based on cohort study which showed that the
difference in overall survival (OS) was significant (p = 0.0001), although the difference
in disease-free survival (DFS) was not (p = 0.21) (Lordan et al, 2009). Patients referred
via the MDT had 1-, 3-, and 5-year OS rates of 89.6%, 67.5%, and 49.9% respectively
and 1-, 3-, and 5-year DFS of 65.4%, 31%, and 27.2% respectively. Patients managed
directly without MDT had 1-, 3-, and 5-year OS rates of 90.3%, 54.1%, and 43.3%
respectively and 1-, 3-, and 5-year DFS rates of 70.3%, 37.6%, and 27.9%
respectively.

A more recent systematic review by Munro et al (2015) showed the relationship

between MDT discussion and outcome in patients with colorectal cancer as shown in
Table 5.

Research Recommendation

The GDG recommended no additional research.
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Table 5. Details of Studies on the Relationship between MDT Discussion and Outcome in Patients with Colorectal Cancer (Adapted
from Munro et al)

Author Country Setting | Period Patients Comparison Factors significant in | Survival HR death any
MVA outcome | cause (95% ClI)
Ye China Hospital- | 1999— | after radical before MDT introduced in 2002 MDT, Age, (O] 0.62 (0.46 to
based 2006 resection for (n=297) cf. after MDT (n=298) | Differentiation, 1.48)
colorectal Number of nodes
cancer examined, Stage
Du China Hospital- | 2001— | with resectable | contemporaneous patients: EMVI, pre-treatment OS,DFS | 0.88 (0.52 to
based 2005 locally n =101 were evaluated by MDT | CEA, pathological 1.48)
advanced members and were treated with | TNM stage
rectal cancer neoadjuvant chemotherapy;
n = 162 were not evaluated
Lordan England Hospital- | 1996— | with hepatic those who were referred by a recurrence, OS, DFS | 0.85(0.60 to
based 2006 metastases team which contained a HPB septicemia, pre- 1.19)
from colorectal | surgeon (n=108); those who operative
cancer who were referred by teams lacking a | chemotherapy, referral
were referred HPB surgeon (n =223) via team with HPB
for liver surgeon, macroscopic
surgery invasion of diaphragm
McDermid Scotland Surgeon- | 1997— | with resected before MDT introduced in 2002 Age, stage, MDT (O] 0.73 (0.54 to
based 2005 colorectal (n=176) cf. after MDT (n=134) 0.99)
cancers
(excluding
Dukes’A)
Palmer Sweden Regional 1995— | with rectal 3 groups 1) n=65 discussed at | Age OS (CSS | 0.95(0.62 to
2004 cancer MDT appropriately staged 2) for MVA) | 1.45)
invading into n =99 appropriately staged not
adjacent discussed at MDT 3) n =139 not
organs appropriately staged (whether or
not discussed at MDT)
Wille- Denmark | Hospital 2001- | Rectal cancer | Before MDT introduced (n=467) | No MVA (O] 0.94 (0.79 to
Jorgensen 2006 c.f. after MDT introduced 1.12)
(n=344)

Abbreviations: OS, overall survival; DFS, disease-free survival; CSS, cause-specific survival; MVA, multivariate analysis; EMVI,
extramural vascular invasion; HPB, hepatobiliary; CEA, carcinoembryonic antigen; HR, hazard ratio (event is death and comparator
are no MDT discussion).
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Clinical Question 15: Among adult patients with unresectable stage IV colon or rectal
adenocarcinoma, does the addition of targeted therapy or immunotherapy to
chemotherapy vyield better outcomes compared to systemic chemotherapy alone?

Recommendation 15a.
Anti-VEGF therapy may be added to doublet or triplet chemotherapy, regardless

of molecular status of the colorectal cancer.

Strong recommendation, Moderate-quality evidence

Recommendation 15b.
Among adults with left sided colon and rectal cancers with KRAS/NRAS WT

molecular status, anti-EGFR therapy is recommended.

Strong recommendation, Moderate-quality evidence

Consensus Issues

The Consensus Panel (CP) adopted the recommendations from American Society of
Clinical Oncology (ASCO) with citation from National Comprehensive Cancer Network
(NCCN), European Society for Medical Oncology (ESMO), and National Institute for
Health and Care Excellence (NICE).

Summary of Evidence

Among adult patients with unresectable stage 1V colon or rectal adenocarcinoma, the
primary recommendations for first-line treatment options depend on resources
available. See Table 6.

The first set of treatment recommendations state that clinicians should recommend
doublet chemotherapy with fluoropyrimidine (5-FU or capecitabine) and oxaliplatin
(FOLFOX or CapeOX) or 5-FU and irinotecan (FOLFIRI) for patients able to tolerate
intensive chemotherapy and when resources are available (Cassidy et al, 2008;
Tournigand et al, 2004). Using doublet chemotherapy is supported by strong evidence,
according to most guidelines (Benson et al, 2018; Cancer Council Australia, 2017,
NICE, 2010; Van Cutsem, 2016). For patients unable to tolerate intensive
chemotherapy or in limited-resource settings where it should be available, 5-
FU/leucovorin or capecitabine are acceptable treatment options (O'Connell, 1989).
Doublet chemotherapy is not available in basic, and typically not available in limited-
resource settings. Capecitabine may not be cost-effective in resource-constrained
settings (Toumazis et al, 2017).

Targeted therapies such as anti-VEGF and anti-EGFR agents may be added to

doublet chemotherapies in maximal settings. The recommendation to add the anti-
VEGF antibody bevacizumab to chemotherapy is moderate, based on available
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guidelines and panel consensus. Anti-VEGF therapy may be added to the doublet or
triplet chemotherapy, irrespective of molecular status of the cancer. While the
evidence is strong and it is listed as an option by NCCN and ESMO, the absolute
clinical benefit in addition to chemotherapy is modest (Hurwitz et al, 2004; Meyerhardt
et al, 2012; Petrelli et al, 2013; Saltz et al, 2008). NICE does not recommend anti-
VEGF therapy as cost effective for treatment of patients with late-stage CRC (NICE,
2010).

Research Recommendation

The GDG recommended to conduct a costing study on immunotherapy as part of the
standard of care among adult patients with unresectable stage IV colon or rectal
adenocarcinoma.
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Table 6. First-line Systemic Treatments for Patients with Late-stage Colorectal Cancer (Adapted from Treatment of Patients with
Late-Stage Colorectal Cancer: ASCO Resource-Stratified Guideline)

Rec Population ASCO Resource Levels Strength of
Recommendation
Basic Limited Enhanced Maximal
2.1 RAS unknown Palliative Single-agent Doublet Doublet Strong
care fluoropyrimidine | chemotherapy chemotherapy + Moderate (chemotherapy +
if available; if anti-VEGF anti-VEGF)
not, referral to (bevacizumab)
other facility
2.2 RAS WT and right- N/A N/A Doublet Doublet Strong (chemotherapy)
sided primary tumor chemotherapy | chemotherapy + Moderate (chemotherapy +
anti-VEGF anti-VEGF)
(bevacizumab)
2.3 RAS WT and left- N/A N/A Doublet Doublet Strong (chemotherapy)
sided primary tumor chemotherapy | chemotherapy + Moderate (chemotherapy +
anti-EGFR or anti-EGFR)
doublet Moderate (chemotherapy +
chemotherapy + anti-VEGF)
anti-VEGF
(bevacizumab)
2.4 RAS WT = BRAF N/A N/A Triplet Triplet Strong (chemotherapy)
MUT, patients with +
good FF’)S and without chemotherapy ZE:T/(;ge;apy - Mo_derate (chemotherapy +
major comorbidities, (bevacizumab) anti-VEGF)
and/or when tumor
shrinkage is the goal
2.5 RAS WT and N/A Single-agent Single-agent Single-agent Strong (chemotherapy)
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preexisting fluoropyrimidine | fluoropyrimidine | fluoropyrimidine £ | Moderate (chemotherapy +
neuropathy, elderly, anti-VEGF anti-VEGF)
comorbidities, or not (bevacizumab)
candidates for
aggressive
chemotherapy
2.6 RAS WT and N/A N/A N/A Anti-EGFR Moderate
preexisting monotherapy
neuropathy, elderly,
comorbidities, or not
candidates for
chemotherapy
2.7 RAS WT and very Supportive care only Strong
poor performance
status (PS, 3-4) or
comorbidities
2.8 Any RAS status and | N/A N/A N/A Immune Moderate
dMMR or MSI-H and checkpoint
patients not inhibitors?
candidates for
intensive
chemotherapy
29 RAS MUT N/A N/A Doublet Doublet Strong (chemotherapy)
chemotherapy chemotherapy +
anti-VEGF Moderate (chemotherapy
(bevacizumab) +anti-VEGF)
210 RAS MUT and N/A N/A May offer triplet | May offer triplet Strong (chemotherapy)
patients with good PS chemotherapy chemotherapy +
and without major anti-VEGF Moderate (chemotherapy
comorbidities, or (bevacizumab) +anti-VEGF)
when tumor
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shrinkage is the goal

211 RAS MUT and N/A Single-agent Single-agent Single-agent Strong (chemotherapy)
preexisting fluoropyrimidine | fluoropyrimidine | fluoropyrimidine +
neuropathy, elderly, anti-VEGF Moderate (chemotherapy
comc_)rbldltles, or not (bevacizumab) .
candidates for +anti-VEGF)
aggressive
chemotherapy
2.12 Patients treated with Discontinue Moderate
oxaliplatin-based oxaliplatin after a
doublet or triplet period of induction
S/réeénFomgggz * anti- if stable disease or
response;
maintenance
single-agent
fluoropyrimidine
anti-VEGF
therapy; if
progression, then
reintroduce the
first-line therapy or
a second-line
therapy
213 Metachronous Doublet Doublet irinotecan- | Strong
metastases, prior irinotecan- based
oxaliplatin-based based chemotherapy
chemotherapy for chemotherapy

early-stage disease
(resectable) <12(aka
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within) months of
mCRC diagnosis

2.14b Her2 + Pertuzumab Trastuzumab + | Trastuzumab +
for Her-2 amplified Pertuzumab Pertuzumab
and RAS and BRAF
WT for which

intensive therapy is
not recommended

2.15b Her2 + Pertuzumab Trastuzumab + | Trastuzumab +
for Her-2 amplified Lapatinib Lapatinib
and RAS and BRAF
WT for which

intensive therapy is
not recommended

2.16° | Her2 + Pertuzumab Fam- Fam-Trastuzumab-
for Her-2 amplified Trastuzumab- deruxtecan-nxKi
and RAS and BRAF

i deruxtecan-nxki
WT for which

intensive therapy is
not recommended

Abbreviations: aka, also known as; anti-EGFR, anti—epidermal growth factor medical therapy; BRAF, v-raf murine sarcoma viral
oncogene homolog B1; CT, computed tomography; dMMR, deficient mismatch repair; EGFR, epidermal growth factor receptor;
mMCRC, metastatic colorectal cancer; MSI, microsatellite instability; MSI-H, MSI-high; MUT, mutation (or mutated); N/A, not available;
PS, performance status; RAS, RAS gene; Rec, recommendation; VEGF, vascular endothelial growth factor; WT, wild-type.
2Qualifying statement for first-line immunotherapy: At the time of this writing, the US Food and Drug Administration had not approved
the use of immune checkpoint inhibitors (eg, nivolumab or the combination of nivolumab plus ipilimumab) in first-line treatment of
patients with mCRC.

b Recommendations from NCCN, 2022
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Screening, Pathology Reporting, And Surveillance

What are the recommended screening tests to detect Colorectal Cancer?

The primary aims of colorectal cancer screening are to reduce the morbidity and
mortality of the disease through: (1) earlier detection of cancer, and (2) prevention of
cancer through detection and removal of pre-malignant adenomas. Because there are
multiple options for screening, the choice of a particular screening modality should
include a conversation with the patient concerning their preference and availability. It
is recommended that available resources should be a consideration since not all
screening modalities may be available in centers or health facilities, such as CT
colonography or virtual colonoscopy. The CP recommends, based on other guidelines,
to start screening at age 50 years among average-risk individuals. Average-risk
individuals are considered by National Comprehensive Cancer Network (NCCN) as
those with: (1) no history of adenoma or SSP or CRC, (2) no inflammatory bowel
disease, and (3) negative family of history for CRC or confirmed advanced adenoma
(i.e., high grade dysplasia, >1 cm villous or tubulovillous histology) or advanced SSP
(>1 cm, any dysplasia).

Table 7. Screening Modality and Schedule for Average Risk Individuals (Adapted
from NCCN Guidelines Version 1.2022 Colorectal Cancer Screening)

Screening Test* Sensitivity Specificity Recommen-
ded Testing
Interval™*
Colon | Adenomas Colon | Adenomas
Cancer Cancer
Colonoscopy 94.7% | 89-95% - 89% Every 10
(>10 mm (>10 mm years
adenomas) adenomas)
75%-93% 94%
(>6 mm (>6 mm
adenomas) adenomas)
Flexible 58- 72-86% - 92% Every 5-10
Sigmoidoscopy | 75% years
CT 86- 89% -- 94% Every 5
Colonography 100% | (>10 mm (>10 mm years
adenomas) adenomas)
86% 88%
(>6 mm (>6 mm
adenomas) adenomas)
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High sensitivity | 50- 7-21% 96- 96-99% Annually
guiac-based test | 75% advanced 98% advanced

neoplasia) neoplasia)

6-17% 96-99%

(advanced (advanced

adenomas) adenomas)
Quantitative FIT | 74% 25% 94% 96% Annually
(using OC- advanced advanced
sensor) neoplasia) neoplasia)

23% 96%

(advanced (advanced

adenomas) adenomas)
Quantitative FIT | 81% 27% 93% 95% Annually
(using OC-light) advanced advanced

neoplasia) neoplasia)

28% 94%

(advanced (advanced

adenomas) adenomas)
mt-sDNA 92% 47% 85% 89% Every 3
test**** advanced advanced years

neoplasia) neoplasia)

43% 89%

(advanced (advanced

adenomas) adenomas)

* A blood test that detects circulating methylated SEPT9 DNA has been FDA-approved
for CRC screening for those who refuse other screening modalities.

** Frequency based upon normal (negative) results.

*** Data for the sensitivity and specificity of flexible sigmoidoscopy are for the entire
colon and are based on the completion of colonoscopy for those found to have a distal
colon lesion on flexible sigmoidoscopy.

**** Optimal FIT thresholds will vary across screening programs, taking into
consideration available colonoscopy resources to investigate abnormal results,
including false-positive tests.
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What is the required information that should be included in the pathology report for
colon and rectal cancer?

The panel recommends using the College of American Pathologists Version: Colon
Rectum 4.0.1 (2017) histopathology handling and reporting.

Synoptic Reporting

All core and conditionally required data elements outlined on the surgical case
summary from this cancer protocol must be displayed in synoptic report format.
Synoptic format is defined as:

e Data element: followed by its answer (response), outline format without the
paired "Data element: Response" format is NOT considered synoptic.

e The data element should be represented in the report as it is listed in the case
summary. The response for any data element may be modified from those listed
in the case summary, including “Cannot be determined” if appropriate.

e Each diagnostic parameter pair (Data element: Response) is listed on a separate
line or in a tabular format to achieve visual separation. The following exceptions
are allowed to be listed on one line:

o Anatomic site or specimen, laterality, and procedure

o Pathologic Stage Classification (pTNM) elements

o Negative margins, as long as all negative margins are specifically
enumerated where applicable

e The synoptic portion of the report can appear in the diagnosis section of the
pathology report, at the end of the report or in a separate section, but all Data
element: Responses must be listed together in one location.

Organizations and pathologists may choose to list the required elements in any order,
use additional methods to enhance or achieve visual separation, or add optional items
within the synoptic report. The report may have required elements in a summary
format elsewhere in the report IN ADDITION TO but not as replacement for the
synoptic report i.e., all required elements must be in the synoptic portion of the report
in the format defined above.
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Sample Synoptic Report

SURGICAL PATHOLOGY REPORT

Name: ---

Room No.: ---

Referring Physician: Dr. ---
Clinical Impression: ---
Specimen: ---

Procedure: ---

Age/Sex: ---
Date Received: --/--/--
Date Reported: --/--/--

Specimen No.:
Pathologist/s:

SURGICAL PATHOLOGY CANCER CASE SUMMARY
PROTOCOL FOR THE EXAMINATION OF SPECIMENS FROM PATIENTS
WITH PRIMARY CARCINOMA OF THE COLON AND RECTUM

Data Element

Response

Procedure

A. Tumor Site

+ Tumor Location

Tumor Size

Histologic Type

Histologic Grade

Tumor Extension

moow

Lymphovascular Invasion

Perineural Invasion

+ Tumor Budding

@ m

. + Type of Polyp in Which
Invasive Carcinoma Arose

H. Macroscopic Tumor
Perforation

I. + Macroscopic Intactness
of Mesorectum

J. Margins

A

Treatment Effect

r

Tumor Deposits

Regional Lymph Nodes

M. Pathologic Stage
Classification (pTNM,
AJCC 8" Edition)

+ Additional Pathologic
Findings
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N. + Ancillary Studies
+ Comments

Adapted from the College of American Pathologists Protocol for the Examination of
Specimens from Patients with Primary Carcinoma of the Colon and Rectum:

Resection, Including Transanal Disk Excision of Rectal Neoplasms. Version
4.0.0.0. Protocol Posting Date: June 2017.
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Surgical Pathology Cancer Case Summary for Excisional Biopsy

Adapted from: Protocol for the examination of specimens from patients with primary
carcinoma of the colon and rectum." College of American Pathologists (CAP), 2017.

COLON AND RECTUM: Excisional Biopsy (Polypectomy)

Note: This case summary is recommended for reporting biopsy specimens but
is not required for accreditation purposes. Non-core data elements are indicated
with a plus sign (+) to allow for reporting information that may be of clinical
value.

Select a single response unless otherwise indicated.

Tumor Site (Note A)

__ Cecum

____lleocecal valve
____Right (ascending) colon
____Hepatic flexure
____Transverse colon
____Splenic flexure
____Left (descending) colon
____Sigmoid colon
____Rectosigmoid
___ Rectum

____ Other (specify):
____Not specified

+ Specimen Integrity
+ __ Intact
+ __ Fragmented

+ Polyp Size

+ Greatest dimension (centimeters): _ cm

+ Additional dimensions (centimeters): _~ x__ cm
+ __ Cannot be determined (explain):

+ Polyp Configuration

+ __ Pedunculated with stalk
+ Stalk length (centimeters): ~ cm
+  Sessile

+ Size of Invasive Carcinoma
+ Greatest dimension (centimeters): cm
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+ Additional dimensions (centimeters): _ x _ cm
+ _ Cannot be determined (explain):

Histologic Type (select all that apply) (Note B)
___Adenocarcinoma

__ Mucinous adenocarcinoma

____Signet-ring cell carcinoma

___Medullary carcinoma

____Micropapillary carcinoma

____Serrated adenocarcinoma

__Large cell neuroendocrine carcinoma

____Small cell neuroendocrine carcinoma
____Neuroendocrine carcinoma (poorly differentiated)
____Squamous cell carcinoma
___Adenosquamous carcinoma
____Spindle cell carcinoma

___Mixed adenoneuroendocrine carcinoma
____Undifferentiated carcinoma

____ Other histologic type not listed (specify):
____Carcinoma, type cannot be determined
# Note: Select this option only if large cell or small cell cannot be determined

Histologic Grade (Note C)

__ G1: Well, differentiated

__ G2: Moderately differentiated
__ G3: Poorly differentiated

___ G4: Undifferentiated

____ Other (specify):
____GX: Cannot be assessed
____Not applicable

Tumor Extension (Note D)

____Tumor invades lamina propria
____Tumor invades muscularis mucosae
____Tumor invades submucosa
_____Tumor invades muscularis propria
____Cannot be assessed

Margins (select all that apply)

Deep Margin (Stalk Margin)
____Cannot be assessed
____Uninvolved by invasive carcinoma
Distance of invasive carcinoma from margin (millimeters or centimeters):
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mm or cm
Involved by invasive carcinoma

Mucosal Margin (required only if applicable)
____Cannot be assessed

____Uninvolved by invasive carcinoma
___Involved by invasive carcinoma
___Involved by adenoma

Lymphovascular Invasion (select all that apply) (Notes D and E)
__ Not identified

Present
+ Small vessel lymphovascular invasion
+ Large vessel (venous) invasion

____Cannot be determined

+ Tumor Budding (Note F)

+ __ Number of tumor buds in 1 “hotspot” field (specify total number in area=0.785
mm?):

+  Low score (0-4)

+ ___ Intermediate score (5-9)

+ __ High score (10 or more)

+ __ Cannot be determined

+ Type of Polyp in Which Invasive Carcinoma Arose (Note G)

+ __ Tubular adenoma

+ __ Villous adenoma

+ __ Tubulovillous adenoma

+ __ Traditional serrated adenoma

+  Sessile serrated adenoma/sessile serrated polyp

+ __ Hamartomatous polyp

+ __ Other (specify):

+ Additional Pathologic Findings (select all that apply)
+ ___ None identified
____Ulcerative colitis

____ Crohn disease

____ Other polyps (typels]):
____ Other (specify):

+
+
+
+
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+ Ancillary Studies (Note N)

Note: For reporting molecular testing and immunohistochemistry for mismatch repair
proteins, and for other cancer biomarker testing results, the CAP Colorectal
Biomarker Template should be used. Pending biomarker studies should be listed in
the Comments section of this report.

+ Comment(s
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Surgical Pathology Cancer Case Summary for Transanal Disc Excision

COLON AND RECTUM: Resection, Including Transanal Disc Excision of Rectal
Neoplasms

Note: This case summary is recommended for reporting transanal disc excision
specimens but is not required for accreditation purposes. Non-core data
elements are indicated with a plus sign (+) to allow for reporting information that
may be of clinical value.

Select a single response unless otherwise indicated.

Procedure

___Right hemicolectomy

____Transverse colectomy

____Left hemicolectomy

____ Sigmoidectomy

____Low anterior resection

___ Total abdominal colectomy
____Abdominoperineal resection
____Transanal disk excision (local excision)
____Endoscopic mucosal resection

____ Other (specify):
____Not specified

Tumor Site (select all that apply) (Note A)
_ Cecum

____ lleocecal valve

____Right (ascending) colon
____Hepatic flexure

____Transverse colon

____Splenic flexure

____Left (descending) colon
____Sigmoid colon

___ Rectosigmoid

___ Rectum

____Colon, not otherwise specified
___ Cannot be determined (explain):

+ Tumor Location (applicable only to rectal primaries) (Note A)

+ ___ Entirely above the anterior peritoneal reflection
+ __ Entirely below the anterior peritoneal reflection
+ _ Straddles the anterior peritoneal reflection

+ __ Not specified
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Tumor Size

Greatest dimension (centimeters): _ cm

+ Additional dimensions (centimeters): ~ x__ cm
+___ Cannot be determined (explain):

Macroscopic Tumor Perforation (Note H)
____Not identified

____ Present

____Cannot be determined

+ Macroscopic Intactness of Mesorectum (if applicable) (Note I)
+ _ Complete

+ __ Near complete

+ ___ Incomplete

+ __ Cannot be determined

Histologic Type (Note B)

___Adenocarcinoma

__ Mucinous adenocarcinoma

____Signet-ring cell carcinoma

___Medullary carcinoma

____Micropapillary carcinoma

____Serrated adenocarcinoma

___Large cell neuroendocrine carcinoma

____Small cell neuroendocrine carcinoma
____Neuroendocrine carcinoma (poorly differentiated)#
____Squamous cell carcinoma
____Adenosquamous carcinoma
____Undifferentiated carcinoma

____ Other histologic type not listed (specify):
____Carcinoma, type cannot be determined
# Note: Select this option only if large cell or small cell cannot be determined

Histologic Grade (Note C)

__ G1: Well, differentiated

__ G2: Moderately differentiated
___ G3: Poorly differentiated

___ G4: Undifferentiated

____ Other (specify):
____GX: Cannot be assessed
____Not applicable
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Tumor Extension

____No evidence of primary tumor

____Noinvasion (high-grade dysplasia)

____Tumor invades lamina propria/muscularis mucosae (intramucosal carcinoma)

____Tumor invades submucosa

_____Tumor invades muscularis propria

____Tumor invades through the muscularis propria into pericolorectal tissue

____Tumor invades the visceral peritoneum (including tumor continuous with serosal
surface through area of inflammation)

____Tumor directly invades adjacent structures (specify: )

____Cannot be assessed

Margins (Note J)
Note: Use this section only if all margins are uninvolved and all margins can be
assessed.
____All margins are uninvolved by invasive carcinoma, high-grade dysplasia,
intramucosal adenocarcinoma, and adenoma
Margins examined:
Note: Margins may include proximal, distal, radial or mesenteric, deep, mucosal, and
others.
+ Distance of invasive carcinoma from closest margin (millimeters or
centimeters): _ mmor____ cm
+ Specify closest margin:
Distance of tumor from radial margin (required only for rectal tumors) (millimeters or

centimeters): mm or cm
+ Distance of tumor from distal margin (recommended for rectal tumors) (millimeters
or centimeters): mm or cm

Individual marqgin reporting required if any marqgins are involved or margin
involvement cannot be assessed

For resection specimens only

Proximal Margin
____Cannot be assessed
____Uninvolved by invasive carcinoma
+ Distance of tumor from margin: __ mmor____cm
___Involved by invasive carcinoma

Distal Margin

____Cannot be assessed

____Uninvolved by invasive carcinoma

+ Distance of tumor from margin (millimeters or centimeters): ~ mmor___ cm
___Involved by invasive carcinoma
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Radial or Mesenteric Margin

____Not applicable

____Cannot be assessed

____Uninvolved by invasive carcinoma
Distance of tumor from margin (required only for rectal tumors) (millimeters or
centimeters): _ mmor____ cm

____Involved by invasive carcinoma (tumor present 0-1 mm from margin)

+ Status of Non-Invasive Tumor at Margin(s)

+ ___ Involved by intramucosal adenocarcinoma
+ Specify margin(s):
+ ___ Involved by high-grade dysplasia
+ Specify margin(s):
+ ___ Involved by adenoma
+ Specify margin(s):

Other Margin(s) (required only if applicable)
Specify margin(s):
____Cannot be assessed
____Uninvolved by invasive carcinoma
___Involved by invasive carcinoma

For transanal disk excision specimens only

Deep Margin
____Cannot be assessed

____Uninvolved by invasive carcinoma
+ Distance of tumor from margin (millimeters or centimeters):
__ _mmor___cm

___Involved by invasive carcinoma

Mucosal Margin
____Cannot be assessed
____Uninvolved by invasive carcinoma, intramucosal adenocarcinoma, high-grade
dysplasia, and adenoma
Distance of invasive carcinoma from closest mucosal margin (millimeters or
centimeters): _ mmor___ cm
+ Specify location (e.g., o’clock position), if possible:
____Uninvolved by invasive carcinoma
Distance of invasive carcinoma from closest mucosal margin (millimeters or

centimeters): _ _mmor___cm
+ Specify location (e.g., o’clock position), if possible:
Involved by:

Intramucosal adenocarcinoma
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+ Specify location (e.g., o’clock position), if possible:

____High-grade dysplasia
+ Specify location (e.g., o’clock position), if possible:

__ Adenoma
+ Specify location (e.g., o’clock position), if possible:

___Involved by invasive carcinoma
+ Specify location (e.g., o’clock position), if possible:

____Uninvolved by intramucosal adenocarcinoma, high-grade dysplasia, and
adenoma

OR

Involved by:

____Intramucosal adenocarcinoma
+ Specify location (e.g., o’clock position), if possible:

____High-grade dysplasia
+ Specify location (e.g., o’clock position), if possible:

__ Adenoma
+ Specify location (e.g., o’clock position), if possible:

Treatment Effect (Note K)
____No known presurgical therapy

____ Present

+ __ No viable cancer cells (complete response, score 0)

+ __ Single cells or rare small groups of cancer cells (near complete response,
score 1)

+ __ Residual cancer with evident tumor regression, but more than single cells or

rare small groups of cancer cells (partial response, score 2)

__ Absent

+ __ Extensive residual cancer with no evident tumor regression (poor or no
response, score 3)

____Cannot be determined

Lymphovascular Invasion (select all that apply) (Note E)
____Not identified

____ Present

____Small vessel lymphovascular invasion

____Large vessel (venous) invasion)

__Intramural

__ Extramural

____Cannot be determined

+
+
+
+

Perineural Invasion (Note E)
____Not identified

____ Present

____Cannot be determined
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+ Tumor Budding (Note F)

+ __ Number of tumor buds in 1 “hotspot” field (specify total number in area=0.785
mm?):

+  Low score (0-4)

+ ___ Intermediate score (5-9)

+ __ High score (10 or more)

+ __ Cannot be determined

+ Type of Polyp in Which Invasive Carcinoma Arose (Note G)

____None identified

____Tubular adenoma

___Villous adenoma

____Tubulovillous adenoma

____Traditional serrated adenoma

____ Sessile serrated adenoma/sessile serrated polyp

____Hamartomatous polyp

+
+
+
+
+
+
+
+ ___ Other (specify):

Tumor Deposits (Note L)

____Not identified

____ Present

Specify number of deposits:
____Number cannot be determined (explain):
____Cannot be determined

Regional Lymph Nodes
___No lymph nodes submitted or found

Lymph Node Examination (required only if lymph nodes present in specimen)

Number of Lymph Nodes Involved:
____Number cannot be determined (explain):

Number of Lymph Nodes Examined:
____Number cannot be determined (explain):

Pathologic Stage Classification (pTNM, AJCC 8™ Edition) (Note M)

Note: Reporting of pT, pN, and (when applicable) pM categories is based on
information available to the pathologist at the time the report is issued. Only the
applicable T, N, or M category is required for reporting; their definitions need not be
included in the report. The categories (with modifiers when applicable) can be listed
on 1 line or more than 1 line.
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TNM Descriptors (required only if applicable) (select all that apply)
_____m (multiple primary tumors)

____r(recurrent)

____ Y (posttreatment)

Primary Tumor (pT)

_pTX: Primary tumor cannot be assessed

____pTO: No evidence of primary tumor

___ pTis: Carcinoma in situ, intramucosal carcinoma (involvement of lamina
propria with no extension through muscularis mucosae)

__ pT1: Tumor invades the submucosa (through the muscularis mucosa but not
into the muscularis propria)

__pT2: Tumor invades the muscularis propria

__ pT3: Tumor invades through the muscularis propria into pericolorectal
tissues

___ pT4: Tumor invades” the visceral peritoneum or invades or adheres™ to

adjacent organ or structure
____pT4a: Tumor invades” through the visceral peritoneum (including gross
perforation of the bowel through tumor and continuous invasion of
tumor through areas of inflammation to the surface of the visceral
peritoneum)
____pT4b:  Tumor directly invades” or adheres* to adjacent organs or structures
# Direct invasion in T4 includes invasion of other organs or other segments of the
colorectum as a result of direct extension through the serosa, as confirmed on
microscopic examination (for example, invasion of the sigmoid colon by a carcinoma
of the cecum) or, for cancers in a retroperitoneal or subperitoneal location, direct
invasion of other organs or structures by virtue of extension beyond the muscularis
propria (i.e., respectively, a tumor on the posterior wall of the descending colon
invading the left kidney or lateral abdominal wall; or a mid or distal rectal cancer with
invasion of prostate, seminal vesicles, cervix, or vagina).
# Tumor that is adherent to other organs or structures, grossly, is classified cT4b.
However, if no tumor is present in the adhesion, microscopically, the classification
should be pT1-4a depending on the anatomical depth of wall invasion. The V and L
classifications should be used to identify the presence or absence of vascular or
lymphatic invasion whereas the PN prognostic factor should be used for perineural
invasion.

Regional Lymph Nodes (pN)

pNX: Regional lymph nodes cannot be assessed

____pNo: No regional lymph node metastasis

____PpN1: One to three regional lymph nodes are positive (tumor in lymph nodes
measuring 20.2 mm), or any number of tumor deposits are present and
all identifiable lymph nodes are negative
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____pN1a:
____pN1b:
___pN1c:

___pN2:
___pN2a:
___ pN2b:

One regional lymph node is positive

Two or three regional lymph nodes are positive

No regional lymph nodes are positive, but there are tumor deposits in
the subserosa, mesentery, or nonperitonealized pericolic, or
perirectal/mesorectal tissues.

Four or more regional lymph nodes are positive

Four to six regional lymph nodes are positive

Seven or more regional lymph nodes are positive

Distant Metastasis (pM) (required only if confirmed pathologically in this case)

_ pM1:
___pM1a:
___ pM1b:

____pMic:

Specify site(s), if known:

Metastasis to one or more distant sites or organs or peritoneal
metastasis is identified

Metastasis to one site or organ is identified without peritoneal
metastasis

Metastasis to two or more sites or organs is identified without
peritoneal metastasis

Metastasis to the peritoneal surface is identified alone or with other site
or organ metastases

+ Additional Pathologic Findings (select all that apply)

+
+
+
+
+
+
+
+

____None identified
___Adenoma(s)
____Ulcerative colitis

____ Crohn disease

___Diverticulosis

____Dysplasia arising in inflammatory bowel disease
____Other polyps (typels]):
____ Other (specify):

+ Ancillary Studies (Note N)

Note: For reporting molecular testing and immunohistochemistry for mismatch
repair proteins, and for other cancer biomarker testing results, the CAP Colorectal
Biomarker Template should be used. Pending biomarker studies should be listed in
the Comments section of this report.
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What are the recommended surveillance modalities for stage I-lll colorectal
adenocarcinoma who received guideline recommended treatment?

The purpose of surveillance after definitive therapy of colon and rectal cancer (CRC)
is early identification of those patients who might potentially be cured by further
surgical intervention and to screen for second primary cancers and polyps.
Considerations for surveillance should also be tempered by the ability and
appropriateness of further major surgical resection and/or adjuvant therapy for an
individual patient. Possible harms should also be considered which include radiation
exposure with repeated CT scans, psychological stress associated with surveillance
visits and scans, and stress and risks from following up on false-positive results.

For stage | CRC, the recommendations of American Society of Clinical Oncology
(ASCO), National Comprehensive Cancer Network (NCCN) and New Zealand Ministry
of Health with Te Aho O Te Kahu on polyp surveillance guidelines were included as
source guidelines. NCCN recommends that a less intensive surveillance schedule is
appropriate because of the low risk of recurrence and the harms associated with
surveillance (Table 8). ASCO recommends that posttreatment surveillance be done
only for higher-risk disease (e.g., rectal cancer treated with endoscopic or trans-anal
excision, colon cancers treated with endoscopic resection alone, and patients who did
not undergo guideline-based treatment) for whom surveillance-based detection as is
used for higher-stage disease might reveal a potentially salvageable recurrence.

Table 8. Surveillance Modalities for Stage | Colorectal Cancer*

Intervention Colon Rectal
Proctoscopy - Every 3-6 months for the first 2 years
then every 6 months for a total of 5
years for rectal cancer with trans-anal
local excision only

Colonoscopy If advanced adenoma, at 1 If advanced adenoma, at 1 year after
year after surgery surgery
If no advanced adenoma, If no advanced adenoma, repeat in 3
repeat in 3 years then every | years then every 5 years
5 years

*Source: NCCN Colon 2022, NCCN Rectal 2022

Table 9 summarizes the new guidelines recommended by New Zealand Ministry of
Health with Te Aho O Te Kahu on polyp surveillance after complete removal of
adenomas and serrated polyps. This advice was developed in recognition of the: (1)
low risk of future colorectal cancer for some groups of patients identified as having
adenomas, and (2) colorectal cancer risk associated with some serrated polyps.
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Table 9. Surveillance Intervals Based on Findings at High-Quality Colonoscopy on
Polyp Surveillance Guidelines (Adapted from Te Aho O Te Kahu and New Zealand
Ministry Of Health Polyp Surveillance Guidelines)

1 Year 3 Years 5 Years

Adenomas* Adenomas* Adenomas*

210 adenomas*** 5-9 adenomas <10mm 3-4 adenomas <10mm
Adenoma =210mm
Tubulovillous adenoma or
Villous adenoma
Adenoma with HGD

Serrated polyps* Serrated polyps* Serrated polyps*
Serrated polyposis syndrome — | 25 SSL <10mm 1-4 SSL <10mm
initial interval after polyp SSL=10mm HP =10mm
clearance™* SSL with dysplasia

Traditional serrated adenoma
Abbreviations: SSL, sessile serrated lesion=sessile serrated adenoma/polyp; HGD,
high grade dysplasia; HP, Hyperplastic polyp.

* If there are both adenoma <10mm and SSL <10 mm, sum up the numbers and
apply follow-up interval for SSL.

** A three-year follow-up interval is favoured if concern about consistency in
distinction between sessile serrated lesion and hyperplastic polyp locally.
*** Consider further specialist referral.

After potentially curative treatment for a stage Il or Il colon cancer, post-treatment
surveillance is recommended. In this guideline, NCCN recommendations for
surveillance of Stage II-1ll CRC were adopted as shown on Table 9.

It should be noted that the use of PET/CT scans for surveillance is not recommended,
but NCCN panel highlighted that in the scenario of an elevated CEA with negative,
good-quality CT scans, the use of PET/CT scan in identifying surgically curable
disease can be considered. A recent systematic review and meta-analysis found 11
studies (510 patients) that addressed the use of PET/CT scan in this setting showing
pooled estimates of sensitivity and specificity for the detection of tumor recurrence
were 94.1% (95% Cl, 89.4-97.1%) and 77.2% (95% ClI, 66.4— 85.9), respectively (Lu
et al, 2013).
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Table 10. Surveillance Modalities for Stage Il-1ll Colorectal Cancer*

Intervention Interval
Years 1-2 Years 3-5
History and Physical Examination Every 3-6 months Every 6 months
CEA Every 3-6 months Every 6 months

CT scan of the chest-abdominal-
pelvic imaging

Every 6-12 months

Colonoscopy

At 1 year following surgery except if no preoperative
colonoscopy due to obstructing lesion, then colonoscopy in 3-
6 months

If with advanced adenoma, repeat in 1 year

If no advanced adenoma, repeat in 3 years, then every 5
years

PET/CT scan

Not recommended

*Source: NCCN Colon 2022, NCCN Rectal 2022
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Annex B. Summary of ADAPTE Evidence

Annex B.1. NCPG PIPOH Framework

Framework Scope
Population Sporadic colorectal cancer (Stages I-1V)
Intervention Screening, diagnosis, treatment, and surveillance

Professionals

Physicians/medical doctors, allied health professionals, and
health policy maker

Outcomes

Diagnostic accuracy, disease free survival,

Health Care Setting

Tertiary hospitals

Annex B.2. Search Strategy

Utilizing the PICO for key search terms of each clinical question, search strategy
was conducted with the following study type filters used, database and filter for dates

of publication.

Database Year of Publication Search string
Pubmed 2011-2021 “Colon Cancer” OR “Rectal Cancer” OR
“Colorectal Cancer” AND “Clinical
Practice Guidelines”
Scopus 2011-2021 “Colon Cancer” OR “Rectal Cancer” OR

“Colorectal Cancer” AND “Clinical
Practice Guidelines”

Google Scholar

2011-2021 “Colon Cancer’ OR “Rectal Cancer’ OR
“Colorectal Cancer” AND “Clinical
Practice Guidelines”

Guidelines
International
Network (GIN)

2011-2021 “Colorectal Cancer”

The National
Institute for
Health and Care
Excellence
(NICE)

2011-2021 “Colorectal Cancer”

New Zealand
Guidelines Group
(NZGG)

2011-2021 “Colorectal Cancer”

Scottish
Intercollegiate
Guidelines
Network (SIGN)

2011-2021 “Colorectal Cancer”
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Annex B.3. PRISMA Flow

(INCLUSION/EXCLUSION) *

Identification

Screening

-
<
=

o
|

PubMed (n=1,158)
Google Scholar (n = 8,865)
Scopus (n=3,902)
EMBASE (n = 369)

CINAHL (n=70)
Cochrane (n=2)
ICTRP (n=37)
CT.gov (n=35)

|

Total articles
(n=14.458)

| |

Scoped CPGs (n=23)
Searched CPGs (n=75)

Duplicates excluded
(n=32)

N=98

Title and Abstract Screening
(n=66)

1

Articles excluded
(n=13)
Non-CPG 4. emergency surgery 2,
familial CRCA 3. nonCRCA-3,
pathology 1

Full-text articles assessed for eligibility

(n=1753)

|

Articles excluded
(n=16)
Less than 75% in AGREE II Score in
Rigor and directness to clinical
questions

Articles included for recommendation

mapping matrix =37

I
’_.
—

|

Articles excluded
(n=32)
Not applicable to resource-
constrained settings

Articles included for draft
recommendation **= 5

* updated versions were included for CPGs published in 2022
** 3 with AGREE Il score on RIGOR Domain >75%, 2 with <75% AGREE Il score
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Annex B.4. AGREE |l Guideline Evaluation

Source Guidelines

Scope and
Purpose

Stakeholders

Rigor

Applicability

Independence

Overall
Score

The American Society of
Colon and Rectal
Surgeons Clinical Practice
Guidelines for the
Management of Colon
Cancer (2022)

77.78

72.22

98.96

16.67

100.00

83.33

NCCN guidelines: Colon
Cancer, Version 1.2022

72.22

63.89

68.75

62.50

66.67

83.33

NCCN guidelines: Rectal
cancer, version 1.2022

72.22

63.89

62.50

25.00

58.33

75.00

Treatment of Patients with
Late-Stage Colorectal
Cancer: ASCO Resource-
Stratified Guideline
(ASC0O2020)

86.11

94.44

98.96

70.83

95.83

83.33

The American Society of
Colon and Rectal
Surgeons Clinical Practice
Guidelines for the
Management of Rectal
Cancer (ASCRS2020)

63.89

66.67

88.54

20.83

50.00

75.00
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Annex B.5. Source Guidelines Characteristics

Title CODE Publisher Country | Publication | Search | Recommendation | AGREE Il
Language Date Duration Standards SCORE
(AGREE) (Rigour)
Treatment of Patients American
With Late-Stage Society of USA 07/21 to ASCO (rating
Colorectal Cancer: ASCO02020 . .’ 2020 provided by Expert 96.88
Clinical English 03/22
ASCO Resource- Oncology Panel)
Stratified Guideline
The American Society
of Colon and Rectal The American
Surgeons Clinical Society of USA, 07/21 to
Practice Guidelines for ASCRS2020 Colon & Rectal English 2020 03/22 GRADE 88.54
the Management of Surgeons, Inc.
Rectal Cancer
The American Society
of Colon and Rectal The American
Surgeons Clinical ASCRSColon Society of USA, 07/21 to
Practice Guidelines for 2022 Colon & Rectal English 2022 03/22 GRADE 98.96
the Management of Surgeons, Inc.
Colon Cancer
NCCN Guidelines: NCCNRectal USA, February | 07/21 to NCCN _Categorles
Rectal Cancer NCCN English of Evidence & 62.50
. 2022 25, 2022 03/22
Version.1.2022 Consensus
NCCN Guidelines: A NCCN ri
Colon Cancer Version NCCNColon NCCN ELrjwjlis,h February | 07/21 to o?gvidiit:egc;nzs 68.75
2022 25, 2022 03/22

1.2022

Consensus
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Annex C. NCPG Questions in PICO Framework

The Steering Committee identified and developed the key guideline questions as a guide for evidence review as basis for the
recommendations of the Consensus Panel. The key questions were formulated using the PICO (Population, Intervention,
Comparator, and Outcome) format.

Annex C.1. Colon Cancer

1. Among adult patients newly diagnosed with colon adenocarcinoma, is PET/CT scan the recommended initial modality for clinical
staging compared with chest and abdominopelvic CT scan with contrast?

Population Intervention Comparator Outcome
Adult patients newly PET-CT Chest and Staging, detecting distant metastasis: accuracy,
diagnosed with colon abdominopelvic CT (sensitivity / specificity / +LR / -LR of diagnostic
adenocarcinoma scan with contrast test being evaluated / PPV / NPV), cost-benefit,

adverse events

2. Among adult patients with cT1NOMO colon adenocarcinoma, is endoscopic excision non-inferior to oncologic resection?

Population Intervention Comparator Outcome
Adult patients newly Endoscopic resection  Oncologic resection 3-5 year overall survival, disease free survival,
diagnosed with *recommended margins recurrence rate, mortality, morbidity, cost-
malignant polyp (2 mm vs 1 mm) benefit, adverse events

(cT1INOMO) in the colon
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3. Among adult patients with resectable stage I-lll colon adenocarcinoma, should minimally invasive surgery be offered over open
surgery?

Population Intervention Comparator Outcome
Adult patients with Minimally invasive Open surgery Equivalence or non-inferiority, 5-year overall survival,
resectable stage I-llI surgery disease free survival, recurrence rate, mortality,
colon adenocarcinoma (laparoscopic/robotic) morbidity, cost-benefit, adverse events

4. Among adult patients with reliable preoperative imaging showing unresectable locally advanced colon adenocarcinoma, does
neoadjuvant chemotherapy followed by surgery yield better outcomes than upfront surgery followed by adjuvant chemotherapy?

Population Intervention Comparator Outcome
Adult patients with locally Neoadjuvant Upfront surgery 3 year and 5-year overall survival, disease free
unresectable colon therapy followed by  followed by survival, QoL, recurrent rate, downstaging,
adenocarcinoma with no surgery +/- intra- adjuvant downsizing, RO resection, mortality, morbidity,
distant metastasis operative RT chemotherapy adverse events

5. Among adult patients with stage Il colon adenocarcinoma with high-risk features for recurrence, is oxaliplatin-based adjuvant
chemotherapy recommended than 5FU/leucovorin or capecitabine monotherapy?

Population Intervention Comparator Outcome
Adult patients with stage Il high- Oxaliplatin-based Capecitabine or Overall survival, disease-free survival,
risk colon adenocarcinoma systemic chemotherapy 5FU/leucovorin recurrence rate, adverse events
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6. What is the preferred sequence of treatment for resectable and potentially resectable stage IV colon adenocarcinoma?

Population Intervention Comparator Outcome
Adult patients with Upfront surgery Systemic Overall survival, disease free
curable stage IV colon 1. Simultaneous resection (colon chemotherapy first  survival, morbidity, mortality,
adenocarcinoma adenocarcinoma and/or distant metastasis) adverse events

2. Distant metastasis first
3. Resection of primary tumor first
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Annex C.2. Rectal Cancer

1. Among adult patients newly diagnosed with rectal adenocarcinoma, is pelvic MRI the recommended modality for preoperative
clinical locoregional staging over endorectal ultrasound?

Population Intervention Comparator Outcome
Adult patients newly Pelvic MRI Endorectal ultrasound Locoregional staging (T and N stage),
diagnosed with rectal circumferential resection margin, pelvic lymph
adenocarcinoma nodes (mesorectal, lateral pelvic, inguinal)

2. Among adult patients with cT1NOMO rectal adenocarcinoma, should local excision +/- adjuvant treatment (radiotherapy or
chemoradiotherapy) be offered as compared to oncologic resection?

Population Intervention Comparator Outcome
Adult patients newly Local excision (Transanal Oncologic transabdominal Equivalence or non-inferiority, 3-
diagnosed with malignant excision/Endoscopic resection (low anterior 5 year overall survival, disease
polyp (cT1NOMO) in the Excision/TEMS/TEO/TAMIS)  resection, abdominoperineal free survival, recurrence rate,
rectum +/- adjuvant RT or +/- resection) mortality, morbidity, cost-benefit,
adjuvant chemo-RT adverse events
3. Among adult patients with resectable stage I-lll low to mid rectal adenocarcinoma, should minimally invasive surgery be offered

over open surgery?

Population Intervention Comparator Outcome
Adult patients with Minimally invasive Open surgery Equivalence or non-inferiority, 5-year overall survival,
resectable stage I-lll rectal surgery disease free survival, recurrence rates mortality,
adenocarcinoma (laparoscopic/robotic) morbidity, cost-benefit, adverse events
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4. Among adult patients with Stage Il or Il rectal adenocarcinoma, is neoadjuvant short course radiotherapy comparable to long

course chemoradiotherapy?

Population

Intervention

Comparator

Outcome

Adult patients newly
diagnosed with Stage Il or
Il (T3 or T4 or N+, MO0)
rectal adenocarcinoma

1. Short course
radiotherapy (standard)
2. Short course
radiotherapy (long wait)

Long course
chemoradiotherapy

3-5-year overall survival, 3—5-year local
recurrence rate, complications, complete
clinical response, complete pathologic
response, sphincter preservation rate, acute
and ate toxicity, cost-benefit, adverse events

5. Among adult patients diagnosed with cT4b, cN2 or unresectable nonmetastatic rectal adenocarcinoma, does total neoadjuvant
therapy yield better outcomes than neoadjuvant short course radiation therapy or long course chemoradiation therapy + adjuvant

chemotherapy?

Population

Intervention

Comparator

Outcome

Adult patients
diagnosed with cT4b or
cN2 or unresectable,
nonmetastatic rectal
adenocarcinoma

Total neoadjuvant therapy
(short course radiotherapy,
long course
chemoradiotherapy,
induction chemotherapy,
consolidation chemotherapy)

Neoadjuvant short
course RT or long
course chemo +
adjuvant chemo

3-5-year Overall survival, 3—-5-year local
recurrence rate, complications, complete clinical
response, complete pathologic response,
sphincter preservation rate, acute and ate
toxicity, cost-benefit, adverse events
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6. Among adult patients with rectal adenocarcinoma with complete clinical response following neoadjuvant therapy, is “watch and
wait” management approach comparable to oncologic resection?

Outcome
3-5-year overall survival, disease free
survival, recurrence rate, mortality, morbidity,
cost-benefit, adverse events

Population Intervention Comparator
Adult patients with rectal “Watch and wait” Oncologic
adenocarcinoma with apparent management approach resection
complete clinical response
following neoadjuvant therapy

7. What is the preferred sequence of treatment for resectable and potentially resectable stage 1V rectal adenocarcinoma?

Population Intervention Comparator Outcome
Adult patients with Upfront surgery (colon adenocarcinoma Upfront systemic  Overall survival, disease free
curable stage IV rectal and/or distant metastasis) chemotherapy survival, morbidity, mortality, adverse
adenocarcinoma Upfront radiotherapy (Long-course events, recurrence rate

chemoradiotherapy /Short-course radiation
therapy)
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Annex C.3. Colorectal Cancer

1. What is/are the recommended screening modality/ies for colon and rectal cancer among average-risk patients?

Population Intervention Comparator Outcome
Patients with average risk FOBT/ FIT; Barium enema; Diagnostic accuracy
for colorectal cancer Flexible sigmoidoscopy;

Colonoscopy; CT
colonography

2. Among adult patients with locally advanced and advanced colon and rectal adenocarcinoma, does an MDT approach yield better
outcomes than a non-MDT approach?

Population Intervention Comparator Outcome
Adult patients with MDT No MDT Clinical staging, multimodality treatment decision,
locally advanced and pathologic staging, overall survival, disease free
advanced colon and survival, quality of life

rectal adenocarcinoma

3. What are the important pathological parameters in colorectal cancer that should be reported as part of minimum data set?

Population Intervention Comparator Outcome
Adult patients with colorectal Histopathology reporting
cancer who underwent
oncologic resection
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4. What are the recommended surveillance modalities for stage I-1ll colorectal adenocarcinoma who received guideline
recommended treatment?

Population Intervention Comparator Outcome
Adult patients with early stage PET-CT Chest, abdominal Equivalence or superiority, overall survival,
colorectal adenocarcinoma and and pelvic CT disease-free survival, detection of recurrence,
Stage I-lll colorectal reduction of costs, reduction of risks of tests

adenocarcinoma who received
guideline recommended treatment

5. Among adult patients with unresectable stage IV colon or rectal adenocarcinoma, does the addition of targeted therapy or
immunotherapy to chemotherapy yield better outcomes compared to systemic chemotherapy alone?

Population Intervention Comparator Outcome
Adult patients with Addition of targeted Systemic Overall survival, disease free survival,
unresectable stage IV colon therapy +/- chemotherapy only quality of life, conversion to resectable

or rectal adenocarcinoma immunotherapy disease, adverse events
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Annex C.4. Source Guideline Content Comparison

CRC NCPG Questions and Recommendations

Content Comparison

A check (V') indicates inclusion of the relevant discussion in

the guideline.

ASCO ASCRS ASCRS NCCN NCCN
2020 Colon Rectal Colon Rectal
2022 2020 2022 2022
PET/CT scan is not recommended as
initial modality for routine colon cancer Y
staging and detection of distant
metastasis.
A I [
mong .adut patler?ts PET/CT scan does not supplant a
newly diagnosed with . .
. contrast-enhanced diagnostic CT scan
colon adenocarcinoma, or MRI. It should only be used to
is PET/CT scan the ' ¢ ony be v
. ... . | evaluate an equivocal finding on a
recommended initial .
. . contrast-enhanced CT scan or MRl orin
modality for clinical . . o
staging compared with patients with strong contraindications.
chegstg P and Chest, abdomen, and pelvic CT scan
, . are recommended to initially evaluate
abdominopelvic CT . .
. local extent of tumor as well as invasion
scan with contrast? ,
into nearby organs or structures, v
assess for nodal metastasis and identify
distant metastatic disease to lungs,
liver, peritoneal cavity and other organs.
Among adult patients | For cTINOMO colon adenocarcinoma,
with ¢cT1NOMO colon | endoscopic excision is not inferior to v v

adenocarcinoma, is

oncologic resection. However,
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endoscopic  excision
non-inferior to
oncologic resection?

endoscopic excision is dependent
mainly on malignant polyp
histopathological features and
completeness of excision.

Among adult patients
with resectable stage |-
[l colon
adenocarcinoma,
should minimally
invasive surgery be
offered over open
surgery?

When expertise and capability are
available, a minimally invasive
approach to elective colectomy for
colon adenocarcinoma is acceptable.

Among adult patients
with reliable pre-
operative imaging
showing unresectable
locally advanced colon
adenocarcinoma, does
neoadjuvant
chemotherapy followed
by surgery yield better
outcomes than upfront
surgery followed by
adjuvant
chemotherapy?

Neoadjuvant chemotherapy is an option
for locally advanced colon
adenocarcinoma.

Good Practice Statement

Patients with unresectable locally
advanced colon adenocarcinoma
should be considered for neoadjuvant
therapy to attempt to convert to
resectability.

Neoadjuvant chemotherapy can result
in tumor regression and may facilitate
margin-negative excision of initially
unresectable locally advanced colon
adenocarcinoma.

Among adult patients
with stage Il colon

Oxaliplatin-based adjuvant
chemotherapy is recommended for
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adenocarcinoma with
high-risk features for
recurrence, is
oxaliplatin-based
adjuvant
chemotherapy
recommended than
5FU/leucovorin or
capecitabine
monotherapy?

stage Il colon adenocarcinoma patients
with high-risk feature(s).

What is the preferred
sequence of treatment
for resectable and
potentially resectable
stage \Y, colon
adenocarcinoma?

Patients with initially resectable colon
adenocarcinoma with liver or lung
metastasis can be treated with upfront
surgical resection followed by adjuvant
chemotherapy or neoadjuvant
chemotherapy followed by surgery.

Patients with resectable distant
metastatic disease and a primary tumor
in place should have both sites resected
with curative intent. These can be
resected in one operation or as a
staged approach, depending on the
complexity of the metastasectomy or
colectomy, comorbid diseases, surgical
exposure, and surgeon expertise.

For patients with resectable colon
adenocarcinoma and peritoneal
metastasis without extra-abdominal
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disease, cytoreductive surgery with or
without intraperitoneal chemotherapy
should be considered in
multidisciplinary setting with
appropriate expertise.

A six-month course of systemic
chemotherapy can be considered for
most patients undergoing liver or lung
resection to increase the likelihood of
eradication of residual microscopic
disease.

Among adult patients
newly diagnosed with
rectal

adenocarcinoma, is
pelvic MRI the
recommended

modality for clinical
locoregional  staging
over endorectal
ultrasound?

Pelvic MRI (rectal cancer protocol) is
the preferred modality for clinical
locoregional  staging of  newly
diagnosed rectal adenocarcinoma.
Endorectal ultrasound may be
considered when differentiating
between early T stages or when MRI is
contraindicated or not available.

Among adult patients
with  ¢cTTNOMO rectal
adenocarcinoma,

should local excision
+/- adjuvant treatment
(radiotherapy or
chemoradiotherapy) be

Local excision is an appropriate
treatment option for carefully selected
patients with cT1NO rectal
adenocarcinoma with favorable clinical
and histological features.

For high-risk patients who refuse or are
medically unfit for radical resection,
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offered as compared to
oncologic resection?

adjuvant chemoradiation should be
recommended after local excision and
should be followed by surveillance for a
potentially salvageable recurrence.

Among adult patients
with resectable stage |-
[l low to mid rectal
adenocarcinoma,
should minimally
invasive surgery be
offered over open
surgery?

Minimally invasive surgical approach
following standard oncologic
techniques of total mesorectal excision
(TME) can be considered and should be
performed by experienced surgeons
with technical expertise.

Among adult patients
with Stage Il or Il rectal
adenocarcinoma, is
neoadjuvant short
course  radiotherapy
comparable to long
course
chemoradiotherapy?

Neoadjuvant short course radiation
therapy and long course
chemoradiation therapy are
comparable for Stage Il or Il rectal
adenocarcinoma in terms of outcomes
such as survival, recurrence, and
complications.

Among adult patients
diagnosed with cT4b,
cN2 or unresectable
nonmetastatic  rectal
adenocarcinoma, does
total neoadjuvant
therapy vyield better
outcomes than

Considerations for total neoadjuvant
therapy over standard neoadjuvant
therapy (short course radiation therapy
or long course chemoradiation therapy)
for cT4b, c¢cN2 or unresectable
nonmetastatic rectal adenocarcinoma
must be based on a multidisciplinary
team evaluation.
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neoadjuvant short
course radiation
therapy or long course
chemoradiation
therapy + adjuvant
chemotherapy?

Among adult patients
with rectal
adenocarcinoma with
complete clinical
response following
neoadjuvant therapy, is
“‘watch and wait”
management approach
comparable to
oncologic resection?

Patients with a complete clinical
response to neoadjuvant therapy
should be offered oncologic resection.

What is the preferred
sequence of treatment
for resectable and
potentially resectable
stage v rectal
adenocarcinoma?

Referral to a multidisciplinary team in a
Center of Excellence to determine the
sequence of treatment for resectable
and potentially resectable stage IV
rectal adenocarcinoma is
recommended.

Good Practice Statement

Among adult patients
with locally advanced
colon and rectal
adenocarcinoma, does
a multidisciplinary team

The treatment of patients with
resectable stage IV colorectal
adenocarcinoma should be
individualized and based on a
comprehensive MDT discussion.
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(MDT) approach yield
better outcomes than a
non-MDT approach?

Optimum therapeutic strategy and
centralization of care is best carried out
by an adequately trained MDT which
should include a surgeon, medical
oncologist, radiation oncologist,
diagnostic radiologist,
gastroenterologist, pathologist, and
other needed specialists as necessary.

An  MDT approach is strongly
recommended for all locally advanced
and advanced colorectal
adenocarcinoma to determine the best
treatment options.

Among adult patients
with unresectable
stage IV colon or rectal
adenocarcinoma, does
the addition of targeted

therapy or
immunotherapy to
chemotherapy yield
better outcomes

compared to systemic
chemotherapy alone?

Anti-VEGF therapy may be added to
doublet or triplet chemotherapy,
regardless of molecular status of the
colorectal cancer.

Among adults with left-sided colon and
rectal cancers with KRAS/NRAS WT
molecular status, anti-EGFR therapy is
recommended.
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Annex D. AGREE Il Reporting Checklist (Self-Evaluation)

TITLE OF CPG:
EVALUATOR: DATE:
CHECKLIST ITEM AND REPORTING CRITERIA  PAGE LIKERT SCALE
DESCRIPTION NO.
DOMAIN 1. SCOPE AND
PURPOSE
1. THE OVERALL o Health intent
OBJECTIVE(S) OF THE o Expected benefit or 1 2|3(4a|5|6]|7
GUIDELINES IS (ARE) outcome Strongly Strongly
SPECIFICALLY o Target Disagree Agree
DESCRIBED.
Comments:
2. THE HEALTH o Target population
QUESTION(S) COVERED | o Intervention or 1 2|3]|4a|5(6]|7
BY THE GUIDELINE IS exposure Strongly Strongly
(ARE) SPECIFICALLY o Comparisons Disagree Agree
DESCRIBED) o Outcomes
o Health care setting or Comments:
context
3. THE POPULATION o Target population
(PATIENT, PUBLIC, ETC.) | o Clinical condition 1 2|3(a|5|6]|7
TO WHOM THE o Severity/stage Strongly Strongly
GUIDELINE IS MEANT TO | o Comorbidities Disagree Agree
APPLY IS SPECIFICALLY | o Excluded populations
DESCRIBED. Comments:
DOMAIN 2.
STAKEHOLDER
INVOLVEMENT
4, THE GUIDELINE o Name of participant
DEVELOPMENT GROUP | o Discipline/content 1 2|3(4a|5|6]|7
INCLUDES INDIVIDUALS | expertise Strongly Strongly
FROM ALL RELEVANT a Institution Disagree Agree
PROFESSIONAL o Geographical location
GROUPS. o A description of the Comments:
member's role in the
guideline development
5. THE VIEWS AND o Statement of type of
PREFERENCES OF THE | strategy used to capture 1 2|3|4a|5(6]|7
TARGET POPULATION patient/public views Strongly Strongly
(PATIENTS, PUBLIC, and preferences Disagree Agree
ETC.) HAVE BEEN o Methods by which
SOUGHT. preferences and views Comments:
were sought
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CHECKLIST ITEM AND REPORTING CRITERIA  PAGE LIKERT SCALE
DESCRIPTION NO.
o Outcomes/
information gathered on
patient/public
information
o How the information
gathered was used to
inform the guideline
development process
and/or formation of the
recommendations
6. THE TARGET USERS | o The intended
OF THE GUIDELINE ARE | guideline audience 1 2 7
CLEARLY DEFINED. o How the guideline Strongly Strongly
may be used by its Disagree Agree
target audience
Comments:
DOMAIN 3. RIGOUR
OF DEVELOPMENT
7. SYSTEMATIC o Named electronic
METHODS WERE USED | databases or evidence 1 2 7
TO SEARCH FOR source where the Strongly Strongly
EVIDENCE. search was performed Disagree Agree
o Time periods
searched Comments:
o Search terms used
o Full search strategy
included
8. THE CRITERIA FOR o Target population
SELECTING THE o Study design 1 2 7
EVIDENCE ARE CLEARLY | o Comparisons Strongly Strongly
DESCRIBED. o Outcomes Disagree Agree
o Language
o Context Comments:
9. THE STRENGTHS AND | o Study design included
LIMITATIONS OF THE in body of evidence 1 2 7
BODY OF EVIDENCE ARE | o Study methodology Strongly Strongly
CLEARLY limitations Disagree Agree
DESCRIBED. TOOLS o Appropriateness/
EXIST THAT CAN relevance of primary Comments:
FACILITATE THE and secondary
REPORTING OF THIS outcomes considered
CONCEPT. o Consistency of results
across studies
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CHECKLIST ITEM AND REPORTING CRITERIA’  PAGE LIKERT SCALE
DESCRIPTION NO.

o Direction of results

across studies

o Magnitude of benefit

vs magnitude of harm

o Applicability to

practice context.
10, THE METHODS FOR | o Recommendation
FORMULATING THE development process 1 7
RECOMMENDATIONS o Outcomes of the Strongly Strongly
ARE CLEARLY recommendation Disagree Agree
DESCRIBED. SPECIFY development process
AREAS OF o How the process Comments:
DISAGREEMENTS AND | influenced the
METHODS USED TO recommendations
RESOLVE THEM.
11. THE HEALTH o Supporting data and
BENEFITS, SIDE report of benefits 1 7
EFFECTS, AND RISKS o Supporting data and Strongly Strongly
HAVE report of harms/side Disagree Agree
CONSIDERED IN effects/ risks
FORMULATING THE o Reporting of the Comments:
RECOMMENDATIONS. balance/trade-off

between benefits and

harms/side

affects/risks

o Recommendations

reflect considerations of

both benefits and

harms/side

effects/risks
12. THERE IS AN o How the guideline
EXPLICIT LINK BETWEEN | development group 1 7
THE linked and used the Strongly Strongly
RECOMMENDATIONS evidence to inform Disagree Agree
AND THE SUPPORTING | recommendations.
EVIDENCE. o Link between each Comments:

recommendation and

key evidence

o Link between

recommendations and

avidence summaries;/or

evidence tables in the

results section of the

guideline
13. THE GUIDELINE o Purpose and intent of
HAS BEEN EXTERNALLY | the external review 1 7
REVIEWED BY EXPERTS | o Methods taken to Strongly Strongly
PRIOR TO ITS undertake the external Disagree Agree
PUBLICATION. review
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CHECKLIST ITEM AND
DESCRIPTION

REPORTING CRITERIA  PAGE
NO.

LIKERT SCALE

14, A PROCEDURE FOR
UPDATING THE
GUIDELINE IS
PROVIDED.

DOMAIN 4. CLARITY OF
PRESENTATION

15. THE
RECOMMENDATIONS
ARE SPECIFIC AND

16. THE DIFFERENT
OPTIONS FOR
MANAGEMENT OF THE
CONDITION OR HEALTH
ISSUE ARE CLEARLY

o Description of the
axternal reviewers

a
QOutcomes/information
gathered from the
external review

o How the information
gathered was used to
inform the guideline
development process
and/or formation of the
recommendations.

o A statement that the
guideline will be
updated

o Explicit time interval
or explicit criteria to
guide decisions about
when an update will
occur

o Methodology for the
updating procedure

o A statement of the
recommended action
o Intent or purpose of
the recommended
action

o Relevant population
o Caveats or qualifying
statements, if relevant
o If there is uncertainty
about the best care
option, the uncertainty
should be stated in the
guideline

o Description of
management options
o Population or clinical
situation most
appropriate to each
option

Commaents:

1 2
Strongly
Disagree

Comments:

1 2
Strongly
Disagree

Comments:

Strongly
Disagree

1 2

Comments:
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CHECKLIST ITEM AND

REPORTING CRITERIA  PAGE LIKERT SCALE

DESCRIPTION NO.
17. KEY o Recommendations in
RECOMMENDATIONS a summarized box, 1 4ls5(6]7
ARE EASILY typed in bold, Strongly Strongly
IDENTIFIABLE. underlined, or Disagree Agree

presented as flow

charts or algorithms Comments:

o Specific

recommendations

grouped together in one

section
DOMAIN 5.
APPLICABILITY
18. THE GUIDELINE o Types of facilitators
and barriers that were 1 4l5|6]7
FACILITATORS AND considered Strongly Strongly
BARRIERS TO ITS o Method by which Disagree Agree
APPLICATION. information regarding

the facilitators and Commaents:

barriers to

implementing

recommendations were

sought.

o Information/

description of the types

of facilitators and

barriers that emerged

from the injury

o How the information

influenced the guideline

development process

and/or formation of the

recommendations
19. THE GUIDELINE o Additional materials
PROVIDES ADVICE to support the 1 415|167
AND/OR TOOLS ON implementation Strongly Strongly
HOW THE Disagree Agree
RECOMMENDATIONS
CAN BE PUT INTO Comments:
PRACTICE.
20. THE POTENTIAL o Types of cost
SOURCE IMPLICATIONS | information that were 1 415|167
OF APPLYING THE considered Strongly Strongly
RECOMMENDATIONS o Methods by which the Disagree Agree
HAVE BEEN cost information was
CONSIDERED. sought Comments:
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CHECKLIST ITEM AND REPORTING CRITERIA PAGE LIKERT SCALE
DESCRIPTION NO.

o Information/

description of the cost

information that

emerged from the

inquiry

o How the information

gathered was used to

inform the guideline

development process

and/or formation of the

recommendations.
21. THE GUIDELINE o Criteria to assess
PRESENTS guideline 1 2 7
MONITORING AND/OR | implementation or Strongly Strongly
AUDITING CRITERIA. adherence to Disagree Agree

recommendations

o Criteria for assessing Comments:

impact of implementing

the recommendations

o Advice on the

frequency and interval

of measurement

o Operational

definitions of how the

criteria should be

measured.
DOMAIN 6. EDITORIAL
INDEPENDENCE
22. THEVIEWS OF THE | o The name of the
FUNDING BODY HAVE funding body or source 1 2 7
NOT INFLUENCED THE | of funding Strongly Strongly
CONTENT OF THE o A statement that the Disagree Agree
GUIDELINE. funding body did not

influence the content of Comments:

the guideline
23. COMPETING o Types of competing
INTERESTS OF interests considered 1 2 7
GUIDELINE o Methods by which Strongly Strongly
DEVELOPMENT GROUP | potential competing Disagree Agree
MEMBERS HAVE interests were sought
RECORDED AND o a description of the Comments:
ADDRESSESD. competing interests

o How the competing
interests influenced the
guideline process and
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CHECKLIST ITEM AND

REPORTING CRITERIA.  PAGE LIKERT SCALE

DESCRIPTION NO.
development of
recommendations
OVERALL GUIDELINE
ASSESSMENT
1. RATE THE OVERALL
QUALITY OF THIS 1 2|3|4]5 7
GUIDELINE Strongly Strongly
Disagree Agree
Comments:
2. IWOULD YES
RECOMMEND THIS YES WITH MODIFICATTION
GUIDELINE FOR USE. NO
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