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Rectal cancer is a common malignancy. The management of rectal cancer has recently

such as total neoadjuvant therapy and the watch-and-wait approach. However, despite
the recently available evidence, there is no consensus on the optimal management
approach in the setting of locally advanced rectal cancer. To address some of the con-
troversies, a joint multidisciplinary panel discussion was conducted at the Australasian
Gastro-Intestinal Trials Group (AGITG) Annual Scientific Meeting in November 2022.
Members from different subspecialties formed two panels and discussed three clini-
cal cases in a debate format. Each case represented some of the complex issues faced

by clinicians in this setting. The discussion is now presented in this manuscript, which
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1 | INTRODUCTION

Colorectal cancer is the third most common malignancy worldwide,
with one third of cases occurring in the rectum. In nonmetastatic rectal
cancer, local recurrence rates are higher than in colon cancer. However,
developments in staging techniques, improvements in surgical man-
agement (such as total mesorectal excision [TME] and optimal surgery
for lower rectal cancer), and selective use of additional treatments,
including radiotherapy and chemotherapy, have led to improvements in
survival and reduction in the rate of local recurrence in rectal cancer.!

Total neoadjuvant therapy (TNT) involves the sequential adminis-
tration of doublet or triplet combination chemotherapy in addition
to preoperative (chemo-)radiation. The recent publication of three
prospective randomized trials led to the inclusion of TNT regimens as
an evidence-based approach in guidelines on the management of rec-
tal cancer. In the RAPIDO study, patients with locally advanced rectal
cancer with any one of the high-risk features (including T4 disease,
extramural vascular invasion [EMVI], involvement of mesorectal fascia,
threatened circumferential resection margin [CRM], N2 disease, and
involvement of lateral nodes) were randomized to short-course radi-
ation followed by consolidation chemotherapy with FOLFOX/CAPOX
for 18 weeks versus standard long-course chemoradiation (CRT) fol-
lowed by optional adjuvant FOLFOX/CAPOX for 24 weeks. The exper-
imental arm had doubled the pathological complete response (pCR)
rates compared to the standard arm (28% vs. 14%, p < 0.001) and
lower disease-related treatment failure at 3 years (23.7% vs. 30.4%,
respectively).2

The second trial, PRODIGE 23, randomized patients to either 3
months of triplet FOLFIRINOX chemotherapy followed by long-course
CRT or standard long-course CRT. Both arms received additional adju-
vant FOLFOX (for 3 months in the experimental arm and 6 months
in the control arm). The experimental arm again achieved higher pCR
rates (28% vs. 12%, p < 0.001) and 3-year disease-free survival (DFS)
(76% vs. 69%, p < 0.05) than the standard arm, respectively.?

The third trial, OPRA, randomized patients with stage Il or Ill rectal
adenocarcinoma to 4 months of FOLFOX/CAPOX given either before
(induction arm) or after (consolidation arm) long-course CRT. The trial
design compared 3-year DFS in each arm to a 75% historical rate, but
not between arms. However, at 3 years, although there was no dif-
ference between the arms in DFS, distant metastases-free survival,
local recurrence rates or overall survival (OS), the consolidation arm
achieved 3-year TME-free survival of 53% versus 41% in the induction
arm.* Table 1 summarizes the results of these three trials and includes
the results of the randomized phase 2 CAO/ARO/AIO-12 trial, which

depicts the different available management approaches and reiterates the importance

of amultidisciplinary approach.

rectal cancer, total neoadjuvant therapy, watch and wait

provided the first evidence for the role of consolidation therapy in a
TNT approach for rectal cancer.”

However, despite this recent randomized trial evidence, there is no
consensus on the optimal management approach in this setting. Some
of the controversies that still exist include the evolving role of imag-
ing, the use of TNT versus upfront surgery in early low rectal cancers,
the type of radiation used (short-course radiation vs. long-course CRT),
the order of chemotherapy and radiation (induction vs. consolidation
chemotherapy), and the use of a nonoperative approach (“watchful
waiting”) in patients who achieve a clinical complete (or near-complete)
tumor response after induction chemotherapy followed by long-course
CRT, or after short-course radiation and consolidation chemotherapy.

To address some of these issues, a joint multidisciplinary panel dis-
cussion was conducted at the annual Australasian Gastro-Intestinal
Trials Group (AGITG) Annual Scientific Meeting on 15 November 2022.
Members from different subspecialties formed two panels and dis-
cussed three clinical cases in a debate format (TG: colorectal surgeon,
EK: radiation oncologist, and MJ: medical oncologist in panel A; and TS:
colorectal surgeon, AO: radiation oncologist, and ES: medical oncolo-
gist in panel B). KG: expert radiologist discussed the role of magnetic
resonance imaging (MRI) in rectal cancer and reviewed the imaging. SV
and AJ: both medical oncologists moderated the discussion. The meet-
ing was attended by medical oncologists, colorectal surgeons, radiation
oncologists, radiologists, nurses, research scientists, clinical trial staff,
and consumer representatives.

2 | THE EVOLVING ROLE OF IMAGING IN THE
MANAGEMENT OF RECTAL CANCER
2.1 | Features of a good quality scan and report
Accurate staging on MRI requires a high-resolution T2 (HRT2)
sequence as defined by the MERCURY protocol.® This defines a 3 mm
slice thickness, voxel size of 1.1 mm?3 using four signal averages
(number of signal averages [NSA]). In 2002, the HRT2-weighted MRI
sequence took >6 min to acquire, and although newer magnets can
achieve the same results in 3-4 min, sites should ensure they are taking
the time required. Faster scans with lower resolution reduce the abil-
ity to differentiate adjacent tissues in small areas. It is also possible to
achieve higher resolution, for example, in early tumors, by using 2 mm
slices with five NSA in a focused area.

As each HRT2 sequence takes time with limited coverage, it is useful

if the surgeon gives an indication of the height of the lesion or resected
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FIGURE 1
irregular outline (black arrow) corresponding to extracapsular spread and internal heterogeneity (white arrow) corresponding to intranodal tumor
deposits. The features may be present singly or combined but should be confirmed on two high-resolution T2 planes. Visible on (a) sagittal and (b)

coronal oblique.

tumor to ensure appropriate coverage, as this may not be obvious on
MRI.

Using a template increases report completeness, and a radiologist
reporting rectal MRI should feel confident to report on all items. A sug-
gested template is included in the Australian Colorectal Cancer Clinical

Guidelines.”

2.2 | Important imaging findings

The mrT stage matches well with pathology, particularly the distance of
spread beyond the muscularis. The most challenging areas on MRI are
the differentiation between deep T1 versus early T2 and full thickness
T2 versus T3a (<1 mm spread).8 Given prognostic similarities between
these latter groups in many countries, this does not have significant
clinical implications.!

The ability of MRI to detect malignant lymph nodes (LN) has been
debated over the years. The highest accuracy is achieved using mor-
phological criteria on HRT2 scans using the MERCURY protocol. The
irregular outline corresponds to extracapsular spread, and internal het-
erogeneity reflects intranodal tumor deposits (TD) (Figure 1). As the
HRT2 slice thickness is 3 mm, nodes <3 mm cannot be adequately
assessed. Using size does not increase accuracy as most malignant LNs
are small, and some large LNs are benign.?10

Over the last decade, there has been increasing recognition of the
presence of both LN and non-nodal TD in the mesorectum; the lat-
ter are categorized as Nic in AJCC eighth edition.!! TDs have been
shown to have much greater prognostic significance than LNs,1213
so historical outcome data using the Tumor, Node, Metastasis (TNM)
classification is misleading, as it combines LNs and TDs, which have dif-
ferent prognostic implications. TDs are easier to identify on imaging

as they are irregular nodules closely associated with veins (Figure 2).

(A and B) Morphological criteria for calling lymph nodes malignant on magnetic resonance imaging (MRI). These include an

Even small TDs are found when following the veins from the tumor
site and may spread superiorly or laterally. Due to this visible asso-
ciation with veins on multi-planar imaging, they are often reported
as discontinuous EMVI by radiologists. This can be more difficult for
pathologists, who review discrete sections and may not appreciate the
relationship to a vein. The definition of N1cin the eighth editionis prob-
lematic and is hoped to be changed in the next edition.* The ability to
detect and report TDs is still developing in some radiologists, but their
identification should be encouraged and understood by clinicians.

Lateral LN involvement has a proposed size cutoff of 6-7 mm,*> but
a smaller node that is clearly irregular and/or heterogeneous should
also be considered suspicious.®

2.3 | The role of MRI in follow-up assessment

MRI is increasingly used in the follow-up assessment. The recom-
mended posttreatment MRI report in Australia stages any residual
tumor and fibrosis and provides an MRI tumor regression grade
(MmrTRG) score.” mrTRG describes the relative proportions of tumor
and fibrotic signal, noting all residual mesorectal disease contributes to
the score, including malignant LN and TDs. As low T2 signal fibrosis may
contain tumor cells, the ymrT stage and CRM involvement describe the
maximum extent of the tumor and nodular fibrosis (not thin strands of
trogdesmoplasia) (Figure 3), so a case with only fibrotic signal (mrTRG
2) may still be ymrT3d, CRM positive. A vessel that has returned
to normal signal is considered EMVI negative, even if thickened.!”
There is no consensus on the optimal staging of LN and TDs post-
treatment, but a cutoff >2.5 mm has an area under the receiver
operating characteristic curve of .78 for the prediction of residual
LN metastases.'8 A node that remains irregular should be considered

suspicious.
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FIGURE 2

(A and B) This elongated mesorectal tumor deposit (black arrow) is clearly associated with veins (white arrows) on (a) sagittal
and (b) coronal magnetic resonance imaging (MRI) images. However, when assessed in the axial plane only (c) as in pathology, it can easily be
mistaken for a totally replaced lymph node. The axial slice position (white line) is shown on the coronal image.

FIGURE 3

(A) Pretreatment and (B) posttreatment axial HRT2 images of a low rectal tumor. Pretreatment stage mrT3b, extramural vascular

invasion (EMVI) positive, circumferential resection margin (CRM) involved. Posttreatment, there is only low T2 signal fibrosis, with no visible
tumor signal consistent with mrTRG 2. However, the low T2 signal continues to breach the muscularis by 4 mm (white arrow) and touches the
mesorectal fascia (black arrow). As it is not possible to know if there are residual microscopic tumor cells, MRI stages any residual tumor and
fibrotic signal. So, the posttreatment report is mrTRG2, ymrT3b, ymrEMVI negative, and ymrCRM involved.

The mrTRG score on true HRT2 scans has been shown to corre-
late with patient outcomes.® Although there is a lower correlation
between pathTRG and mrTRG, the predictive nature of an imaging
biomarker is more useful when identifying patients suitable for watch
and wait.>1? The newer concept of a clinical “near-complete response”
does not match any current MRI category, describing patients who
are mrTRG3 but with only minimal tumor.2° The “split scar sign”
shows promising early results for predicting a sustained clinical
response?! and is currently being assessed prospectively in the RENO
trial.22

A follow-up MRI imaging schedule for patients is still under inves-
tigation, but a reasonable approach is 3-monthly for year 1 and

6-monthly for years 2-5.20 Some continue 3-monthly in year 2, and

others reduce to annual for years 4 and 5, but further data is needed

to define the optimal protocol to detect regrowth.

3 | MANAGEMENT OF EARLY LOW RECTAL
CANCER: IS THERE A ROLE FOR TNT?

3.1 | AGITG MDT surgical debate
3.1.1 |

Case

A 39-year-old female presents with rectal bleeding. The digital rectal exam-

ination demonstrates a low rectal mass at the top of the sphincter complex.
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Colonoscopy and biopsy confirm adenocarcinoma with preserved mismatch
repair and wild-type BRAF status. Initial computed tomography (CT) staging
shows no evidence of metastatic disease, and magnetic resonance imaging
(MRI) stages the tumor as cT2NO low rectal lesion at 2 cm from the anal
verge, with no EMVI or lateral nodes. She has a family history of bowel can-
cer, with her mother dying in her 60s of this. She has a personal history of
pseudo-obstruction postpartum, complicated by perforation of her caecum
and requiring a right hemicolectomy. She has expressed a preference to avoid
a stoma if possible but would agree to it if necessary.

Discussion: management of early-stage disease

Current guidelines for early rectal cancer recommend that patients
with low-lying tumors are managed with surgical resection.?3-2° Five-
year OS rates of greater than 90% may be expected after resection
alone.2% Although resection offers good oncological outcomes in low
rectal cancer, it is associated with significant toxicity, morbidity, and
quality of life implications, including a high chance of requiring a tem-
porary or permanent stoma, as well as moderate rates of long-term
urinary and sexual dysfunction, and low anterior resection syndrome
(LARS). In the case of very low tumors, some studies do suggest a higher
local recurrence rate with surgery alone due to narrower margins2’
and advocate neoadjuvant CRT to address this.2® To date, no guidelines
have recommended preoperative CRT with a view to a nonoperative
management approach in early rectal cancer. Conversely, in advanced
rectal cancer, treatment intensification in the form of TNT is becoming
increasingly accepted as standard practice.

TNT refers to the loading of all the intended adjuvant chemother-
apy preoperatively, either before or after radiotherapy. It has been
introduced in the context of locally advanced rectal cancer to improve
compliance with chemotherapy and thus afford a better control of the
distant disease. The principal logic behind this is that chemotherapy
in the adjuvant setting has limited to no benefit in rectal cancer, at
least in part due to poor postoperative compliance with treatment.2?
However, although two large randomized controlled trials have shown
improvement in DFS at 3 years, there is no long-term data or evidence
of improvement in the 05.23:30:31 What is consistently observed is an
improvement in the pCR and clinical complete response (cCR) rates.32

It is also accepted that in selected patients who meet the criteria
for cCR and in the context of a structured surveillance program, a non-
operative organ preservation strategy may be reasonably offered to
patients and is cost-effective.*:33-3¢ Patients with sustained cCR, if
managed nonoperatively, benefit by avoiding the morbidity of surgery
and having an improved quality of life compared with patients who
had neoadjuvant treatment and surgery.®” There appears to be little
difference in long-term survival overall if a nonoperative management
strategy is pursued rather than surgery in patients who achieve cCR,
as these patients have a good oncological prognosis either way.3®
However, there is a 15%-20% recurrence rate associated with the non-
operative management.3? Most of these are local regrowth suitable for
salvage surgery, though this surgery may be more complicated due to
the delay after radiation.*® In a small number of patients, recurrence

can occur at distant sites, which adversely affects the prognosis.3®

Furthermore, approximately 25% of locally advanced tumors are not
responsive to CRT.*! Arguably, these patients suffer the toxicity of
chemoradiation, followed by the morbidity of surgery, and get neither
the potential benefit of organ preservation nor the oncologic benefit of
radiation.

In contrast to locally advanced rectal cancer, the data for nonoper-
ative management in the context of early rectal cancer is sparse, and
therefore, rates of response and recurrence are unclear in this context.
However, the best clinical predictors of primary treatment response in
advanced rectal cancer are lower T and N stages, and one can expect
early-stage tumors to have higher rates of cCR than seen in the locally
advanced rectal cancer patient subgroup. Conversely, the stakes are
arguably higher, with the administration of neoadjuvant treatment
followed by surgery in patients that do not respond, resulting in addi-
tional toxicity that could have been reduced by upfront surgery without
neoadjuvant treatment.

Management of rectal cancer is becoming increasingly complex
with the addition of each new treatment paradigm. This also makes
patient counseling challenging. Ultimately, the patient must weigh up
the impact of a permanent stoma, potential surgical complications, and
quality of life detriment, with the potential additive toxicity of CRT
and TNT administered with a view to avoiding surgery. This is a highly
individual decision but is influenced profoundly by the way it is pro-
posed and discussed by clinicians. This, in turn, is very specific to the
unit and context in which we each practice, with some centers fur-
ther along in the adoption of TNT than others. The future of early,
very low rectal adenocarcinoma appears to be heading toward a simi-
lar treatment model as anal squamous cell cancer, where nonoperative
management is considered a primary outcome. The key will be pre-
dicting the responders and fine-tuning the neoadjuvant therapies and
modalities to better cover the spectrum of tumor responsiveness. In
the meantime, we must employ a patient-centered approach allowing
for all reasonable and available treatment strategies, including upfront
surgery and nonoperative management facilitated by TNT, to be dis-
cussed with patients so they can make an informed decision that best
suits their needs.

3.1.2 | Case

A 33-year-old female presents with rectal bleeding and pain. At the time of
work up in the emergency department, she is anemic, and her hemoglobin is
50 g/L. She has lost 10 kg of weight over a 6-month period. She is married
with five children and has no major medical comorbidities. On examination,
she has a large mass with stigmata from recent bleeding, involving the den-
tate line and protruding out the anus. There is no pelvic lymphadenopathy.
A colonoscopy confirms a non-obstructing low-lying rectal cancer, with a
biopsy confirming adenocarcinoma. There is no microsatellite instability. A
staging scan does not reveal any evidence of metastasis. A pelvic MRI shows
a lesion 9 cm in length extending to the dentate line with prolapse through
the anal canal. There appears to be internal anal canal involvement. There

are suspicious mesenteric nodes, and there is equivocal EMVI.
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Discussion: radiation in locoregionally advanced low rectal
adenocarcinoma

Locoregionally advanced low rectal cancers represent between 22%
and 38% of rectal cancer patients.2-342 They present a unique and
challenging entity, and there are several specific considerations. They
can present with significant symptoms, have a higher risk of locore-
gional relapse after resection, and are more likely to require an
abdominoperineal resection.*® Additionally, the treatment carries a
greater risk of morbidity, including incontinence, sexual dysfunction,
LARS, and infertility.** The importance of appropriate radiation in
lower rectal cancers is likely to be higher than in rectal cancers located

more proximally.

The argument for long-course chemoradiation

Although the the Trans Tasman radiation oncology group (TROG) trial
did not demonstrate a statistically significant difference in locoregional
recurrence rates between short-course radiotherapy and long-course
CRT, in patients with low-lying rectal cancer, there was a nonsignificant
trend toward increased locoregional recurrence when short-course
radiotherapy was used.*? The cumulative local recurrence rates at
3 years in the TROG trial were 7.5% versus 4.4% in the short- and
long-course arms, respectively. For low rectal cancers, the local recur-
rence rates in the TROG trial were 12.5% and 3.2% in the short-course
and long-course arms, respectively (p = 0.26).** This approach is
also supported by the results of the RAPIDO study, which showed
a locoregional recurrence rate of 8.3% at 3 years in the experimen-
tal arm. However, at a median follow-up of 5.6 years, the rate of
locoregional recurrence was reported as 10% in the experimental arm
(compared to 6% in the standard arm) (p < 0.05).*> The increased
locoregional recurrence rates at longer follow-up with short-course
radiotherapy emphasize the need for extended follow-up in rectal
cancer trials and also the risk for increased locoregional recurrence
rates with short-course radiotherapy, even when a TNT approach is
employed.

In the lower rectum, the mesorectum is thinner, and even resec-
tions achieving a negative CRM margin have a high risk of relapse
due to potential surgical seeding, altered lymphatic drainage, and
challenging surgery. An analysis of the Dutch TME trial found that
lower rectal cancers receiving short-course radiotherapy with the
node-positive disease had a risk of local relapse as high as 18%
even when CRM was negative.*® In the case example, there are a
number of features concerning for locoregional recurrence and the
morbidity associated with it. First and foremost, anatomically, the
location in the lower rectum, specifically with anal canal invasion,
is a risk factor for locoregional recurrence. A threatened CRM is
also an established risk factor for locoregional recurrence. Locore-
gional recurrences may cause considerable morbidity and are often
difficult to salvage. Given that the risk of locoregional recurrence is
higher than the risk of systemic recurrence, long-course chemother-
apy should be considered as the evidence to support its ability
to reduce locoregional recurrences over short-course radiation is

building.

3.2 | The argument for short-course radiation
When the risk of systemic failure outweighs the risk of local failure,
short-course radiotherapy seems an appropriate strategy. A shorter
duration of treatment (5 vs. 25-30 days) allows for faster access to
more important chemotherapy and surgery. Short-course radiation fol-
lowed by surgery remains a reasonable treatment in patients with
low risk for distant metastasis.*® The short-course arms of the Stock-
holm Il study had cumulative LR rates of 2.2%-2.8%, which are very
respectable. In patients willing to have a surgical resection, with high-
risk features for a systemic spread like EMVI (N1c), N2 disease, and
high tumor markers, short-course radiation is an excellent treatment
option. The rate of distant metastases was 6.8% lower (26.8% vs.
20%) in the experimental group (short-course radiotherapy followed
by chemotherapy, then surgery, then adjuvant chemotherapy) than in
the standard of care group (long-course CRT followed by surgery, then
adjuvant chemotherapy). This is most likely due to the earlier imple-
mentation of meaningful systemic treatment, mitigating the risk of
early systemic spread. In the case example, several concerning features
are present. The possibility of EMVI and N2 disease is concerning for
systemic spread. Raised tumor markers, whilst not always related, do
raise suspicion for micrometastases. Short-course radiation allows for
the earlier implementation of treatment that will treat micrometas-
tases. It has also been shown to be safe and tolerable in several
trials.2:42:46

How to optimally utilize radiotherapy during TNT has become an
increasingly complex issue and one where several recent publica-
tions have not provided the clarity for which they were intended. All
decisions regarding radiotherapy are based on patient fitness, symp-
toms, tumor stage, and patient wishes. In the case example, there
are additional challenges. The impact of radiation on sexual func-
tion and fertility needs to be discussed with the patients. Depending
on the patient’s wishes, fertility preservation with oocyte harvesting
should be considered. There is no definitive data suggesting less or
more toxicity with short-course radiotherapy and long-course CRT.
Acknowledging the likely psychosocial factors associated with the
diagnosis is critical, and referral to psychosocial support should be
encouraged. Radiotherapy has a critical role in preventing locoregional
recurrence in low-lying rectal cancer patients. The integration of radia-
tion therapy in TNT is an area that needs further research. Although
there are some basic principles that may help decision-making, all
decisions need to be tailored to individuals’ expectations, wishes, and

fitness.

4 | MEDICAL ONCOLOGY DEBATE

41 | Case

A 75-year-old Caucasian female had a rectal carcinoma identified from
a bowel screening program. She would have thin, frequent stools and
blood on the toilet paper for over 6 months, with liquid stools up to
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10x/day with urgency and occasional incontinence recently. She reported no
abdominal pain, anorexia, or weight loss and lived independently with
a WHO performance status of 2. Her current comorbidities included
polymyalgia rheumatica for the last 4 years, hypertension, gout, and
osteoarthritis, for which she took prednisone (2.5 mg daily), enalapril,
celecoxib, and omeprazole.

Clinical examination, including digital rectal exam, was unremarkable.
Colonoscopy revealed a partially obstructing tumor involving two thirds of
the rectal circumference, 8 cm in length, 9 cm from the anal verge on rigid
sigmoidoscopy. A biopsy reported a low-grade adenocarcinoma, proficient
for mismatch repair proteins.

Imaging with CT showed no metastatic disease. MRI reported a T4a N1
MO tumor (T4a by the virtue of the tumor involving the peritoneal reflec-
tion), clear of the mesorectal fascia and without visible extramural venous

invasion.

4.2 | TNT with consolidation versus induction
chemotherapy

The initial management of this elderly woman needs to address threat-
ened rectal obstruction, with a defunctioning colostomy or induction
chemotherapy being the main options. The choice depends on the main
aims of treatment: maximizing DFS and OS or organ preservation.*’
Another aim to consider is avoiding more treatment than is nec-
essary to achieve these outcomes. This patient’s preference was to
avoid radical surgery, if possible, without compromising long-term out-
comes; these aims are not mutually exclusive. Although the clinical trial
evidence to inform these choices is incomplete, there is sufficient evi-
dence to support primary chemoradiation (CRT) with or without con-
solidation chemotherapy as her best option for achieving these aims.
The best chance of organ preservation and avoiding TME, as demon-
strated in the OPRA trial, is by using CRT followed by consolidation
chemotherapy.* OPRA was, in essence, two stand-alone phase Il trials,
with patients randomized between them to 4 months of oxaliplatin-
based chemotherapy, either before or after CRT. Each arm of the trial
was powered to detect 85% 3-year DFS in comparison to 75% in his-
torical controls, an endpoint not achieved in either arm (76% in both).
After restaging at the end of TNT, 26% and 24% of patients in the
induction and consolidation chemotherapy groups, respectively, were
recommended to undergo TME. Among the remaining patients, fewer
relapses occurred in the consolidation chemotherapy group, and the
proportion of patients with rectal preservation at 3 years was 47%
(95% Cl, 39-56) after induction chemotherapy and 60% (95% Cl, 52-
68) after consolidation chemotherapy (p < 0.05). Greater antitumor
efficacy with 6 weeks of oxaliplatin-based consolidation chemother-
apy over induction chemotherapy in patients receiving CRT was also
shown in the CAO/ARO/AIO-12 trial.*® Although this trial did not eval-
uate organ preservation as an outcome, consolidation chemotherapy
achieved a higher pCR rate (25%) than induction chemotherapy (17%).
If this patient accepted a recommendation of CRT followed by con-
solidation chemotherapy, then, due to the threatened obstruction,
she would potentially need a pretreatment defunctioning colostomy.

If, however, she elected to have induction chemotherapy, then she

has a good chance to avoid a defunctioning colostomy, but at the
likely expense of a reduced rectal preservation rate. It is also uncer-
tain that she would gain the DFS (but not OS) advantage shown
with 3 months of induction mFOLFIRINOX chemotherapy in the
UNICANCER-PRODIGE 23 trial.> Although the trial included patients
up to 75 years of age, it excluded those with a WHO performance sta-
tus of 2 or worse and did not include nonoperative management as
an alternative to TME. It is doubtful that this patient would tolerate
mFOLFIRINOX chemotherapy. Instead, she would likely receive less
intensive chemotherapy such as mFOLFOX6 or CAPOX. So, we are
back to the evidence derived from the OPRA trial, in which induction
chemotherapy was inferior to consolidation chemotherapy for rectal
preservation and gave no apparent DFS advantage.*

There is an argument for CRT alone in patients who achieve a good
response to this approach.*® For such patients, TNT increases the bur-
den of treatment (longer duration and related toxicity) without clear
incremental benefit in cancer outcomes.2° The challenge lies in identi-
fying patients for whom nonoperative management may be achievable.
Imaging, endoscopy, and perhaps, circulating tumor DNA may help
identify such patients.29-4? Similarly, patients identified early with poor
tumor response to primary treatment may need treatment intensifica-
tion or an alternative strategy®?-°1; at the very least, they should not

have surgery delayed.”?

5 | CONCLUSION

Rectal cancer management has undergone a paradigm shift in recent
years, with several management approaches available. The previous
three cases describe the complexities in the multidisciplinary manage-
ment of rectal cancer. To select the optimal approach, the treating
team should ensure they have high-quality MRl images and reports and
consider all the potential options with a patient-centered approach.
Patients should be informed of their treatment options and the
potential benefits and drawbacks of each. They should be involved
in the decision-making process, taking into consideration their per-
sonal preferences, values, and goals. When available, participation
in clinical trials should be encouraged as the management of rectal
cancer continues to evolve. In conclusion, evaluating different treat-
ment approaches, including clinical trials by the multidisciplinary team,
involving patients in their care, and considering patients’ choices are
essential for improving outcomes and quality of life in rectal cancer

management.
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