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Abstract

The determination of an optimal treatment plan for an individual patient with rectal cancer is a complex process. In addition to decisions
relating to the intent of rectal cancer surgery (ie, curative or palliative), consideration must also be given to the likely functional results of
treatment, including the probability of maintaining or restoring normal bowel function/anal continence and preserving genitourinary func-
tions. Particularly for patients with distal rectal cancer, finding a balance between curative-intent therapy while having minimal impact on
quality of life can be challenging. Furthermore, the risk of pelvic recurrence is higher in patients with rectal cancer compared with those
with colon cancer, and locally recurrent rectal cancer is associated with a poor prognosis. Careful patient selection and the use of
sequenced multimodality therapy following a multidisciplinary approach is recommended. These NCCN Guidelines Insights detail recent
updates to the NCCN Guidelines for Rectal Cancer, including the addition of endoscopic submucosal dissection as an option for early-
stage rectal cancer, updates to the total neoadjuvant therapy approach based on the results of recent clinical trials, and the addition of a

“watch-and-wait” nonoperative management approach for clinical complete responders to neoadjuvant therapy.

Overview

Colorectal cancer (CRC) is the fourth most frequently diagnosed
cancer and the second leading cause of cancer death in the United
States. The majority of the large bowel is referred to as the colon,
while the most distal portion of approximately 15 cm (6 inches) is
called the rectum. Approximately a third of CRCs occur in the rec-
tum. In 2024, an estimated 46,220 new cases of rectal cancer will
occur in the United States (27,330 cases in males; 18,890 cases in
females). During the same year, it is estimated that 53,010 people
will die of rectal and colon cancer combined." Despite these high
numbers, the incidence of colon and rectal cancers per 100,000
people decreased from 60.5 in 1976 to 46.4 in 2005 and, more re-
cently, 38.7 in 2016.%° In addition, mortality from CRC has been
decreasing for decades (since 1947 in females and since 1980 in
males) and is currently down by >50% from peak mortality
rates."”® These improvements in incidence of and mortality from
CRC are thought to be a result of cancer prevention and earlier
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diagnoses through screening and of better treatment modalities.
Recent data show continued rapid declines in incidence among
individuals aged =65 years, with a decrease of 3.3% annually be-
tween 2011 and 2016.% CRC incidence and mortality rates vary by
race and ethnicity, with the highest rates in non-Hispanic Black
individuals and lowest in Asian Americans/Pacific Islanders.® The
magnitude of disparity in mortality rates is double that of inci-
dencerates. Reasons for these racial disparities include differences
in risk factor prevalence, access to health care and other social de-
terminants of health, comorbidities, and tumor characteristics.
Conversely, incidence has increased among individuals aged
<65 years, with a 1% annual increase in those aged 50 to 64 years
and 2% annual increase in those aged <50 years. CRC death rates
also showed age-dependent trends, declining by 3% annually for
those aged =65 years, compared with a 0.6% annual decline for
individuals aged 50 to 64 years and a 1.3% annual increase for in-
dividuals aged <50 years.> A retrospective cohort study of the
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The full and most current version of these NCCN Guidelines is available at NCCN.org.
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NCCN CATEGORIES OF EVIDENCE AND CONSENSUS

Category 1: Based upon high-level evidence, there is uniform NCCN
consensus that the intervention is appropriate.

Category 2A: Based upon lower-level evidence, there is uniform NCCN
consensus that the intervention is appropriate.

Category 2B: Based upon lower-level evidence, there is NCCN consensus
that the intervention is appropriate.

Category 3: Based upon any level of evidence, there is major NCCN
disagreement that the intervention is appropriate.

All recommendations are category 2A unless otherwise indicated.

PLEASE NOTE

sion, including the literature reviewed.

responsibility for their application or use in any way.

Clinical trials: NCCN believes that the best management for any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

The NCCN Guidelines® are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to treatment.
The NCCN Guidelines® Insights highlight important changes in the NCCN Guidelines® recommendations from previous versions. Colored markings in

the algorithm show changes and the discussion aims to further understanding of these changes by summarizing salient portions of the panel’s discus-

The NCCN Guidelines Insights do not represent the full NCCN Guidelines; further, the National Comprehensive Cancer Network® (NCCN®) makes no
representations or warranties of any kind regarding the content, use, or application of the NCCN Guidelines and NCCN Guidelines Insights and disclaims any

NCCN CATEGORIES OF PREFERENCE

Preferred intervention: Interventions that are based on superior efficacy,
safety, and evidence; and, when appropriate, affordability.

Other recommended intervention: Other interventions that may be
somewhat less efficacious, more toxic, or based on less mature data; or
significantly less affordable for similar outcomes.

Useful in certain circumstances: Other interventions that may be used for
selected patient populations (defined with recommendation).

All recommendations are considered appropriate.

SEER CRC registry demonstrated the rising incidence of CRC in
patients aged <50 years.” The authors estimated that the inci-
dence rates for colon and rectal cancers will increase by 90.0%
and 124.2%, respectively, for individuals aged 20 to 34 years by
2030. The cause of this trend is currently unknown. One review
suggests that CRC that occurs in patients aged <45 years may be
clinicopathologically and genetically different from CRC in adults
aged =45 years, although this has not been confirmed broadly.
If cancer in this population is different, there would be a need to
develop specific treatment strategies for this population.® In a
cohort study of 1,959 patients with metastatic CRC (mCRC), pa-
tients who developed mCRC at a younger age (<50 years) showed
worse survival outcomes and unique adverse event (AE) profiles,
which the authors partially attribute to distinct genetic profiles.®
On the other hand, other studies show no difference between
early and late onset CRC, so more research is needed.”®

Endoscopic Submucosal Dissection for T1, NO
Rectal Cancer

Endoscopic submucosal dissection (ESD) is a technique that was
first described in Japan as an alternative to endoscopic mucosal
resection (EMR) of early gastric cancers.®'® ESD has been per-
formed worldwide for more than 20 years and in the United States
for more than a decade.® As advances in hands-on educational
opportunities have increased in the United States, ESD is now a
procedure offered at many US medical centers."!

ESD is a minimally invasive, organ-preserving procedure
that can provide curative resection for early rectal cancers through
the removal of large complex polyps in an en-bloc manner.' ESD
involves using a submucosal injection to lift the polyp, followed by
a circumferential incision of the mucosa using an endoscopic
knife, and submucosal dissection underneath the lesion, above
the muscularis propria, to fully resect the lesion en-bloc.'®'? The
benefit of ESD compared with EMR is that ESD can offer higher
rates of curative resection and the intact specimen produced by
ESD allows for more accurate pathologic and oncologic assess-
ment.>!? Curative resection is often achieved after RO resection
in conjunction with other favorable criteria, including well to
moderately differentiated histology, <1,000 pm invasion into

the submucosa, and lack of lymphovascular invasion.”'® Fur-
thermore, when ESD is noncurative, the pathology findings can
help drive appropriate subsequent therapy. Last, en-bloc resec-
tion with ESD is safe and effective for lesions in the rectum be-
cause part of the rectum is below the peritoneal reflection,
making ESD in the rectum relatively less technically challenging
and safer than in other regions of the colon. 10 Furthermore, ESD
can reach lesions in the proximal rectum that may be challeng-
ing to reach surgically because of their location.’*'* A recently
published large prospective study in North America found that
among 188 rectal lesions removed, 88.8% were removed en bloc,
85.6% achieved RO resection, and 79.8% were deemed curative.'®
The AE rate for rectal lesions in this study was 5.9% and included
delayed bleeding and perforation; however, none of the patients
required surgery for an AE after rectal ESD. Also, 70% of these
patients were discharged on the same day, and among those
admitted, the average length of stay was 1.13 days.

Transanal local excision using advanced techniques, such as
transanal endoscopic microsurgery (TEM) or transanal minimally
invasive surgery (TAMIS), are also well-established surgical proce-
dures for the resection of early rectal cancers. Compared with radical
resection, these approaches help to preserve function and reduce
the morbidity associated with radical resection approaches.'®
Although there are no published prospective studies compar-
ing ESD to TEM/TAMIS, there is an ongoing randomized con-
trolled trial in the Netherlands comparing TAMIS to ESD'® and
several retrospective studies comparing TAMIS to ESD.'" ™ A sys-
tematic review and meta-analysis of these studies found that ESD
and surgical techniques do not differ in terms of outcomes, in-
cludinglocal recurrence, en bloc/RO0 resection rate, and AEs.”°

Local excision of rectal cancer has also been associated with
an increased risk of local recurrence, with some studies showing
rates of 1.1% to 6.3%, which are higher than observed with early
colon cancers (0%-1.9%).2'™% Intraluminal recurrence after en
bloc, RO ESD of rectal neoplasia, is rare, with rates =2.5%.%*%7
However, if rectal cancer does recur, it can be distant and appear
after 3 to 5 years. For these reasons, after curative resection ofa T1
rectal adenocarcinoma with favorable prognostic factors, a flexi-
ble sigmoidoscopy is recommended at 3 to 6 months post ESD
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and every 6 months after for a total of 5 years from ESD.? Endo-
scopic ultrasound or pelvic MRI with contrast is recommended
every 3 to 6 months for 2 years, then every 6 months for a total of
5 years.

With the increasing availability of ESD in North America, and
the evidence supporting its use, the NCCN panel voted to add ESD
as a treatment option for both surgical and nonsurgical candidates
with T1, NO rectal cancer (see Figure 1). It was noted that not all in-
stitutions have the expertise needed to perform this technique.
The panel discussed whether it would be appropriate to add ESD
as an option within the NCCN Clinical Practice Guidelines in On-
cology (NCCN Guidelines) for Colon Cancer, because some insti-
tutions do use the technique for early-stage colon cancers. The
panel decided against this because it was noted that the data are
stronger for rectal cancer and the technique may be safer when
performed in the rectum, as opposed to the colon. A section was
written for the “Principles of Surgery” detailing therapeutic princi-
ples of ESD, pre-ESD endoscopic evaluation, criteria for resection
with ESD, guidelines for when resection can be considered cura-
tive, surveillance after ESD, and decision-making between surgery
and ESD (see REC-C 3 of 5 in the full version of the guidelines, avail-
able online at NCCN.org). Several panel members stressed that
understaging of rectal cancers is common and, therefore, thorough
staging should be performed prior to considering ESD as a treat-
ment option. Furthermore, if unfavorable tumor characteristics
were discovered following ESD (eg, lymphovascular invasion), the
patient should consult with a multidisciplinary team including an
endoscopist, surgeon, and pathologist in a shared decision-
making process to decide whether to proceed with surgery.

NCCN GUIDELINES® INSIGHTS

Updates to the Total Neoadjuvant

Therapy Approach

A treatment approach for clinical stage II or III rectal cancer, in-
cluding both chemoradiotherapy (chemoRT) and chemotherapy
given before transabdominal resection, has been gaining promi-
nence. This approach, called total neoadjuvant therapy (TNT),
was first tested in several small, phase II trials,”®° but its accep-
tance has more recently been supported by phase III trial data.
The apparent benefits of the TNT approach include higher rates
of pathologic complete response (pCR) and longer disease-free
survival (DFS),**~*! minimizing the length of time patients need
anileostomy,®” facilitating resection, and improving the tolerance
and completion rates of chemotherapy.*>*5®*! For some pa-
tients, surgery may be avoided if a clinical complete response
(cCR) is achieved as a result of neoadjuvant therapy, as discussed
later. Hence, the NCCN panel recommends TNT as the preferred
approach for stage II-III rectal cancer (see Figure 2).

Use of Preoperative Short-Course Radiotherapy in TNT

Several trials have compared preoperative short-course radio-
therapy (RT) to long-course chemoRT.**™*¢ One such trial was
STELLAR, a randomized, phase III trial that compared short-
course RT followed by CAPEOX to capecitabine-based long-
course chemoRT as neoadjuvant therapy in 599 patients with
stage IT-11I rectal cancer."” Both groups received total mesorectal
excision (TME) 6 to 8 weeks after preoperative treatment and ad-
juvant chemotherapywas given based on preoperative treatment.
Three-year DFS was 64.5% for short-course RT and 62.3% for
long-course chemoRT. There was also no significant difference in

Surgical candidate

Transabdominal

Non-surgical candidate ———» Endoscopic submucosal dissection9

CLINICAL CLINICAL PRIMARY TREATMENT
PRESENTATION?P STAGE
T1, NO"

Endoscopic submucosal
issection (ESD)9

Transanal local excision, if ’—»Adjuvant Treatment (REC-4)
appropriate9d

no___,
T1-2,NO resection9d
Rectal cancer
without
suspected or
proven distant
metastasesiK

high rectal tumors or

T3, NO low-risk, » Transabdominal resectiony ——» Surveillance (REC-10)

Treat as T3, N any below

v

T3, N any;

Adjuvant Treatment (REC-5)

T1-2, N1-2; PMMRIMSS

T4, N any
or Locally
unresectable

or medically AMMR/MSI-H

Primary Treatment (REC-6)

Primary Treatment (REC-14)

inoperable

aAll patients with rectal cancer should be counseled for family history. Patients with ¥ The rectum lies below a virtual line from the sacral promontory to the upper edge
suspected LS, FAP, and attenuated FAP, see the NCCN Guidelines for Genetic/ of the symphysis as determined by MRI.
Familial High-Risk Assessment: Colorectal. NT1-2, NO should be based on assessment of pelvic MRI (preferred) or endorectal

bFor melanoma histology, see the NCCN Guidelines for Melanoma: Cutaneous. ultrasound.

9 Principles of Surgery (REC-C). ©In select cases (eg, requiring an APR), these may be treated with neoadjuvant

1 For tools to aid optimal assessment and care of older adults with cancer, see the therapy with the goal of organ preservation (as in the bottom pathway in the
NCCN Guidelines for Older Adult Oncology. above flowchart).

Version 3.2024 © 2024 National Comprehensive Cancer Network® (NCCN®). Al rights reserved.
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Figure 1. REC-3. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) for Rectal Cancer, Version 3.2024.
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9 Principles of Surgery (REC-C).
h Principles of Imaging (REC-A).

" Principles of Perioperative Therapy (REC-D).
S Principles of Radiation Therapy (REC-E).

chemoRT — surgery — adjuvant chemotherapy.

bb FOLFIRINOX is not recommended in this setting.

CLINICAL TOTAL NEOADJUVANT THERAPYY PRIMARY TREATMENT
STAGE
Long-course chemo/RT"S (?IgeTgthfrapy Transabdominal Surveillance
« Capecitabine or (12-16 wk) resection9:%3a (REC-10)
infusional 5-FU9 + FOLFOX or CAPEOX or if complete clinical
or axy : gg';'&‘i;lox response, consider
Short-course RT=Y ——»| . Restaging" surveillance (REC-10A)2
pMMR/MS.S or . f bb
T3, N any; Long-course chemo/RT"S Resection Systemic therapy
T1-2, N1-2; Chemotherapy « Capecitabined or contraindicated (REC-F 1 of 11)
T4, N any (12-16 wk) ™| infusional 5-FUY
or Locally * FOLFOX or CAPEOX or
unresz‘ftaﬁ'e * Consider FOLFIRINOX Short-course RTSXY
or medically
inoperable or Tumor re i Surveillance
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>20% Surgery (REC-10)
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9 Bolus 5-FU/leucovorin/RT is an option for patients not able to tolerate capecitabine or infusional 5-FU.

WIn select cases (eg, a patient who is not a candidate for intensive therapy) neoadjuvant therapy with chemo/RT or RT alone may be considered prior to surgery.

X Evaluation for short-course RT should be in a multidisciplinary setting, with a discussion of the need for downstaging and the possibility of long-term toxicity.

¥ While short-course RT can be considered for preoperative radiation, for high-risk rectal cancer (clinical tumor stage cT4a or cT4b, extramural vascular invasion (EMVI),
clinical nodal stage cN2, involved mesorectal fascia (MRF), or enlarged lateral lymph nodes considered to be metastatic), the 5-year follow-up of the RAPIDO trial now
indicates a statistically higher locoregional recurrence rate (10%) in the experimental arm of short-course RT — chemotherapy — surgery versus control arm (6%) of

Z1n those patients who achieve a complete clinical response with no evidence of residual disease on digital rectal examination (DRE), rectal MRI, and direct endoscopic
evaluation, a “watch and wait,” nonoperative (chemotherapy and/or RT) management approach may be considered in centers with experienced multidisciplinary teams.
The degree to which risk of local and/or distant failure may be increased relative to standard surgical resection has not yet been adequately characterized. Decisions
for nonoperative management (NOM) should involve a careful discussion with the patient of their risk tolerance. See Principles of Nonoperative Management (REC-H).

a2 For select patients who may be candidates for intraoperative RT (IORT), see Principles of Radiation Therapy (REC-E).

or
Short-course RTS*Y
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Figure 2. REC-6. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) for Rectal Cancer, Version 3.2024.

metastasis-free survival or locoregional recurrence between the 2
groups. Three-year OS was higher in the short-course RT group
(86.5% vs 75.1%; P=.033), but the prevalence of acute grade =3
toxicities during preoperative treatment was higher with short-
course RT (26.5% vs 12.6%; P<.001).

RAPIDO was another randomized phase III trial that com-
pared standard treatment (chemoRT, followed by TME, then op-
tional adjuvant chemotherapy with CAPEOX or FOLFOX) to an
experimental TNT approach (short-course RT, followed by che-
motherapy before TME) in 912 patients with locally advanced rec-
tal cancer."® At 3 years after randomization, the rate of disease-
related treatment failure was 23.7% with TNT compared with
30.4% with standard treatment (hazard ratio [HR], 0.75; 95% CI,
0.60-0.95; P=.019). No differences were found in the secondary
endpoint of overall survival (OS). Serious AEs occurred in 38% of
the TNT group and 34% in the standard treatment group. Al-
though locoregional recurrence rates were similar between the
study arms at 3 years, a 5-year follow-up of the RAPIDO trial re-
ported an increased risk of locoregional recurrence in the experi-
mental arm.*® The experimental arm, consisting of treatment
with short-course RT, chemotherapy, followed by surgery, had a
locoregional recurrence rate of 10%, whereas the control arm,
consisting of treatment with chemoRT, surgery, followed by op-
tional adjuvant chemotherapy, had alocoregional recurrence rate
of 6% (P=.027). OS after locoregional failure was comparable.
Based on these updated results from RAPIDO, the NCCN panel
decided to add a footnote to the TNT recommendations caution-
ing that preoperative short-course RT may be associated with a
higher risk of local recurrence (see footnote “y” in Figure 2).

Sequencing of Therapy for TNT

It is not established whether it is better to start with chemother-
apy, followed by chemoRT, or vice versa when following a TNT
approach. Results from the phase II Organ Preservation in Rectal
Adenocarcinoma (OPRA) trial suggest that initiating treatment
with chemoRT may improve TME-free survival, though was not
powered to directly compare the 2 TNT strategies.**”° The ran-
domized phase II CAO/ARO/AIO-12 study also considered this
question, comparing TNT approaches using either induction
chemotherapy with FOLFOX followed by 5-FU/oxaliplatin che-
moRT or chemoRT followed by consolidation chemotherapy.®!
This trial reported that up-front chemoRT led to higher com-
pletion rates for chemoRT, but lower completion rates for che-
motherapy compared with up-front chemotherapy. pCR was
observed in 17% of those who received up-front chemotherapy
and 25% of those who received up-front chemoRT. In both OPRA
and CAO/ARO/AIO-12 the time between radiation and assess-
ment for complete response was substantially shorter in the arms
that gave systemic chemotherapy first, and this may confound in-
terpretation of the differences. A secondary analysis reporting
long-term (median, 43 months) results from the CAO/ARO/AIO-12
study showed similar long-term outcomes between the 2 groups,
including 3-year DES (73% for both groups; HR, 0.95; 95% CI,
0.63-1.45), 3-year incidence of local recurrence (6% vs 5%), and dis-
tant metastases (18% vs 16%).%* Chronic toxicity of grade =3 oc-
curred in 11.8% of patients who received chemotherapy first
compared with 9.9% who received chemoRT first. Collectively,
these data suggest that the TNT approach of chemoRT followed by
chemotherapy results in a higher rate of pCR while showing
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no significant differences in DFS, locoregional recurrence, distant
metastases, or toxicities. Similar to other studies, pCR is not a vali-
dated surrogate endpoint for survival outcomes. Although the
NCCN panel continues to monitor the data for consideration in
future updates, the induction and consolidation chemotherapy
approaches are currently considered equivalent options for TNT
in the guidelines.

Selective Omission of RT in TNT

Although RT has been associated with decreased rates of local re-
currence of rectal cancer, itis also associated with increased toxic-
ity (eg, radiation-induced injury, hematologic toxicities) relative
to surgery alone.>*° The phase IIl FOWARC trial compared neo-
adjuvant therapy with and without radiation (without additional
therapy for those with stable or progressive disease) and found
that neoadjuvant FOLFOX without radiation gave lower rates of
pCR than regimens that included radiation (6.6% vs 14.0% for
5-FU-RT and 27.5% for FOLFOX-RT).*® The rate of downstaging
in the FOLFOX group was similar to the 5-FU-RT group but lower
than the FOLFOX-RT group (35.5% vs 37.1% for 5-FU-RT and
56.4% for FOLFOX-RT). However, final results from FOWARC
showed no significant improvement in DFS, local recurrence
rates, or OS for FOLFOX with or without RT compared with 5-FU/
RT.>” Three-year DFS was 72.9%, 77.2%, and 73.5% (P=.709);
3-year local recurrence rate after resection was 8.0%, 7.0%, and
8.3% (P=.873); and 3-year OS was 91.3%, 89.1%, and 90.7%
(P=.971) for 5-FU/RT, FOLFOX-RT, and FOLFOX without
RT, respectively.

PROSPECT was another phase III randomized study com-
paring neoadjuvant chemoRT to neoadjuvant chemotherapy
(FOLFOX) with selective use of chemoRT based on response in
patients who were candidates for sphincter-sparing surgery, and
had either T2,N1-2 or T3,N0-2 rectal cancer (=4 nodes, up to
1 cm).®® In this trial, 1,128 patients started treatment: 585 in the
FOLFOX group and 543 in the chemoRT group. After a median
follow-up of 58 months, DFS was similar between the 2 groups
(HR, 0.92; 95% CI, 0.74-1.14; P=.005 for noninferiority). Five-year
DFS was 80.8% in the FOLFOX group compared with 78.6% in the
chemoRT group. OS and local recurrence rates were also similar.
Notably, 98% of patients on this trial were free of local recurrence
at 5 years, a rate that the authors attributed to careful selection of
patients without high-risk features in the trial protocol. In the
FOLFOX group, only 9.1% of patients went on to receive preopera-
tive chemoRT and 1.4% received postoperative chemoRT. Patient-
reported outcomes on the PROSPECT trial noted worse short-term
AEs of anxiety, appetite, constipation, depression, dysphagia, dys-
pnea, edema, fatigue, mucositis, nausea, neuropathy, and vomiting
during neoadjuvant treatment with FOLFOX compared with
chemoRT, whereas 12-month long term outcomes were better
with FOLFOX than chemoRT in regard to fatigue, neuropathy,
and sexual function.®® Finally, initial results from the ongoing
phase III CONVERT trial, comparing neoadjuvant chemotherapy
with CAPEOX to neoadjuvant chemoRT, are also looking promis-
ing for this strategy.*’

Based on these results, selective omission of chemoRT fol-
lowing favorable response to neoadjuvant chemotherapy may
be considered an option for patients who meet the inclusion cri-
teria of the PROSPECT trial and wish to avoid the long-term ef-
fects of RT. The NCCN Guidelines recommend restaging with
sigmoidoscopy, with or without MRI, following 12 to 16 weeks of
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chemotherapy. If tumor regression is >20%, the treatment plan
may omit chemoRT and proceed directly to surgery, whereas
short-course RT or chemoRT is recommended prior to surgery if
tumor regression is =20% (see Figure 2). Per the NCCN panel,
the adjuvant chemotherapy that was given on some of these tri-
als is not necessary and would not be recommended because
TNT is now the preferred approach.

Watch-and-Wait Nonoperative Approach for
Clinical Complete Responders

As preoperative treatment and imaging modalities have improved,
it has become apparent that patients with a cCR to neoadjuvant
therapy may be spared the morbidities of surgery, an approach
called nonoperative management (NOM). A small prospective
studyincluded a more thorough assessment of treatment response
and used very strict criteria to select 21 of 192 (11%) patients with
cCRwho were then observed with careful follow-up and compared
with 20 patients with a complete pathologic response after resec-
tion.®! Only one patient in the NOM group developed alocal recur-
rence after a mean follow-up of 25 months; that patient underwent
successful surgery. No statistical differences in long-term out-
comes were seen between the groups. Short-term functional out-
comes, however, were better in the NOM group, with better bowel
function scores, less incontinence, and 10 patients avoiding per-
manent colostomy. Other nonrandomized prospective studies,
case series, and systematic reviews added to the growing evidence
that the NOM approach warranted further investigation.5?-%%

The International Watch & Wait Database IWWD) aims to
collect data to expand knowledge on the benefits, risks, and safety
of organ preservation in rectal cancer using a large-scale registry
of pooled individual patient data from multiple institutions. A
2018 analysis included data from 880 patients in the IWWD with
disease that had a complete clinical response following neoadju-
vant therapy and were managed by watch-and-wait.®® In this
analysis, the 2-year incidence of local recurrence was 25.2%, and
88% oflocal recurrences occurred in the first 2 years. Distant me-
tastases occurred in 8% of patients, 5-year OS was 85%, and 5-year
disease-specific survival was 94%. A 2021 analysis of the IWWD
showed similar results.” This analysis included 793 patients with
cCR who were managed using the watch-and-wait strategy. With
a median follow-up of 55.2 months, the probability of remaining
free of local recurrence for an additional 2 years was 88.1% after
1year of DFS, 97.3% after 3 years of DFS, and 98.6% after 5 years of
DFS. These same measures for distant metastasis-free survival
were 93.8% for 1 year, 97.8% for 3 years, and 96.6% for 5 years.
Together, current data from the IWWD suggest that disease recur-
rence occurs most frequently within the first 2 to 3 years following
CR, and a more intense surveillance schedule is recommended
during this time period.5* "

The OPRA trial was a randomized, phase II trial of the NOM
approach.’® OPRA assessed the outcomes of 324 patients with
stage I or IIl rectal cancer treated with TNT using either an induc-
tion chemotherapy followed by chemoRT approach or an ap-
proach using chemoRT followed by consolidation chemotherapy.
Following neoadjuvant treatment, patients received either TME or
observation (NOM) based on tumor response. Organ preservation
was achievable in approximately half of patients treated with TNT
on OPRA, with 3-year TME-free survival of 41% in the induction
chemotherapy group and 53% in the consolidation chemotherapy
group. The primary endpoint of DFS was 76% for both groups,
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which is in line with the 75% 3-year DFS rate observed historically.
No differences were observed between the groups for relapse-free
survival, distant metastasis—free survival, or OS. After a median
follow-up of 5.1 years, the OPRA trial continued to show long-term
organ preservation in half of the patients treated with TNT on the
trial.”* Five-year DFS was 71% in the induction chemotherapy
group and 69% in the consolidation chemotherapy group. TME-
free survival was 39% for induction chemotherapy and 54% for
consolidation chemotherapy. Of the 81 patients with tumor
regrowth, 94% occurred in the first 2 years and 99% within 3 years,
highlighting the importance of close surveillance in the first
2 years. A secondary analysis of the OPRA trial suggested a 3-tier
grading schema (cCR, near-CR, and incomplete response), which
could be used to estimate recurrence and survival outcomes and
maximize eligibility for NOM in patients who receive TNT for
locally advanced rectal cancer.”

NOM is also being investigated as an option for patients with
deficient mismatch repair (AIMMR) or microsatellite instability—
high (MSI-H) locally advanced rectal cancers that are treated with
immune checkpoint inhibitors. Multiple retrospective series sug-
gest a high, though not 100%, cCR rate after immunotherapy for
locally advanced colon or rectal cancer.”>”* A small prospective
phase II trial studied the effects of dostarlimab, an anti-PD-1
monoclonal antibody, on 12 patients with dAMMR, stage II or III
rectal adenocarcinoma.” All 12 patients showed a cCR, with no
evidence of tumor on MRI, PET/CT, endoscopic evaluation, digi-
tal rectal examination, or biopsy. At the time of study publication,
with a follow-up range of 6 to 25 months, no patients had received
chemoRT or surgery and no cases of progression or recurrence
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had been reported. An abstract presented at the 2024 ASCO An-
nual Meeting presented a follow-up on this trial, which, at the
time, had enrolled 48 patients, reporting that all patients who had
completed treatment (42 at the time of presentation) continued
to show a cCR, with no patients receiving additional therapy and
no cases of progression or recurrence.”®

Because of concerns regarding the need for rigorous surveil-
lance, the NCCN panel had held off on including the NOM
approach in the guideline for several years. When NOM was in-
cluded in the guidelines, it was first mentioned within a footnote,
but more recently added as an option within the main flow of the
algorithm, for both pMMR/MSS and dMMR/MSI-H disease
(see Figures 2 and 3). Keeping these caveats in mind, the panel be-
lieves thata NOM approach may be considered in centers with ex-
perienced multidisciplinary teams after a careful discussion with
the patient about their risk tolerance and the necessary surveil-
lance schedule. A new principles section was also added to the
NCCN Guidelines to better define the criteria for a complete clini-
cal response, timing of assessment for cCR, definition of near-CR,
and indications for when surgery should be performed (see
“Principles of Nonoperative Management” in the full version of
the guidelines, available at NCCN.org).

The NCCN panel stresses the critical importance of careful
surveillance for those considering a NOM approach to detect and
treat tumor regrowth in a timely manner. The OPRA trial included
the following surveillance protocol for watch-and-wait: digital rec-
tal examination, flexible sigmoidoscopy, and CEA every 4 months
for the first 2 years, then every 6 months for years 3 to 5; MRI
every 6 months for the first 2 years, then every 12 months for

or * Consider
Short-course RTSX——— FOLFIRINOX

9 Principles of Surgery (REC-C).
h Principles of Imaging (REC-A).

" Principles of Perioperative Therapy (REC-D).
$ Principles of Radiation Therapy (REC-E).

Principles of Nonoperative Management (REC-H).

bb FOLFIRINOX is not recommended in this setting.
XX If no previous treatment with a checkpoint inhibitor.
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X Evaluation for short-course RT should be in a multidisciplinary setting, with a discussion of the need for downstaging and the possibility of long-term toxicity.

ZIn those patients who achieve a complete clinical response with no evidence of residual disease on DRE, rectal MRI, and direct endoscopic evaluation, a “watch and wait,” nonoperative
(chemotherapy and/or RT) management approach may be considered in centers with experienced multidisciplinary teams. The degree to which risk of local and/or distant failure may be
increased relative to standard surgical resection has not yet been adequately characterized. Decisions for NOM should involve a careful discussion with the patient of their risk tolerance. See

22 For select patients who may be candidates for IORT, see Principles of Radiation Therapy (REC-E).
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Figure 3. REC-14. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) for Rectal Cancer, Version 3.2024.
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* MRI rectum every 6 months for up to 3 years

« Colonoscopy at 1 year following completion of therapy

» If advanced adenoma, repeat in 1 year

» If no advanced adenoma, repeat in 3 years, then every 5 years
« Principles of Nonoperative Management (REC-H)

SURVEILLANCE FOLLOWING NONOPERATIVE MANAGEMENT
» History and physical examination every 3-6 months for 2 years and then every 6 months for a total of 5 years
* CEA every 3-6 months for 2 years, then every 6 months for a total of 5 years
* DRE and proctoscopy or flexible sigmoidoscopy every 3—4 months for 2 years, then every 6 months for a total of 5 years

* CT chest/abdomen every 6-12 months for a total of 5 years, CT pelvis to be included once no longer doing MRI

Version 3.2024 © 2024 National Comprehensive Cancer Network® (NCCN®). All rights reserved.
The NCCN Guideli and this il ion may not be
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REC-10A

Figure 4. REC-10A. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines) for Rectal Cancer, Version 3.2024.

years 3 to 5; annual CT chest/abdomen/pelvis for 5 years; and
colonoscopy once at year 1 and again at year 5.°° Watch-and-
wait surveillance protocols are an area of active investigation,
and other protocols have been suggested.®®’®”” The NOM sur-
veillance schedule recommended by the NCCN panel is based
on clinical and institutional experiences and is similar to the
OPRA protocol. See Figure 4 for NCCN Guidelines recommenda-
tions for surveillance following nonoperative management.

Summary

The NCCN Rectal Cancer Panel believes that a multidisciplinary
approach, including representation from gastroenterology, medi-
cal oncology, surgical oncology/colorectal surgery, radiation on-
cology, pathology, and radiology, is necessary for treating patients

with rectal cancer. Patients with very-early-stage tumors that are
T1, NO and who meet carefully defined criteria can be managed
with ESD or transanal local excision. A transabdominal resection is
appropriate for other rectal lesions. A TNT approach, traditionally
consisting of chemoRT/short-course RT and chemotherapy, is pre-
ferred when RT is being given. However, ongoing clinical trials for
rectal cancer are particularly focused on treatment approaches
that omit surgery or RT, with the goal of improving outcomes for
eligible patients. Careful surveillance is necessary to detect and
manage recurrences in a prompt and effective manner.

To participate in this journal CE activity, go to
=% https://education.nccn.org/node/94861
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