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The controversy surrounding near-complete clinical response

There seems to be consensus on the approach to take with complete clinical responses

(CCR) and incomplete clinical responses (ICR) after completing neoadjuvant therapy,

but this is not the case with what is defined as a near-complete clinical response

(NCCR), which can be a matter of debate as it is open to various interpretations.

In the case of an NCCR, we find ourselves in a “gray area” where therapeutic decisions

are not so straightforward. On the one hand, some authors believe that a high

percentage of these patients will achieve a complete clinical response later on if the

re-evaluation period is extended, which would increase the chances of organ

preservation (1). Other authors do not consider this option of waiting and advocate

radical surgery with total mesorectal excision (TME). The former are based on the

observation that clinical response “takes time”; the latter on the fact that NCCR means

tumor persistence and delaying surgery increases the possibility of metastatic spread

and, on the other hand, that regrowth is associated with a higher rate of systemic

relapse (2). Many of these reflections are based on published studies involving

standard chemotherapy and radiotherapy, but we now need to consider this aspect in

the context of the new era of total neoadjuvant therapy (TNT). In randomized clinical

trials (RCTs) published in 2020 (3,4) the rate of complete pathological responses (CPR)

doubled with total neoadjuvant therapy (TNT), but without a statistically significant



difference in group survival, which calls into question CPR as a surrogate for survival, a

real enigma. As a reflection, perhaps about 30 % could have avoided radical surgery.

The OPRA trial (5) explores TNT and organ preservation (OP). Patients are randomized

to consolidation or induction and enter W&W, including NCCR. More than half of the

patients retained their organ, especially if they had received TNT in the consolidation

regimen, but overall survival was not modified when comparing both TNT regimens

and these with a historical series of patients who had undergone TME after standard

neoadjuvant therapy. Perhaps the real benefit of TNT is OP in patients who achieve a

very good clinical response.

The shadow of regrowth

Between 20-30 % of patients who enter the W&W protocol will experience regrowth

during follow-up (6,7). Those with NCCR will be the ones most likely to develop

regrowth, which is why some authors advocate for “initial” TME. The International

W&W Registry Consortium noted that regrowth was the only factor associated with

the risk of metastatic disease (8). The same group presented oncological results at

ASCO 2024: systemic disease-free survival at 3 years was 75 % in patients who

underwent W&W compared to 87 % in patients in the Spanish “Vikingo” Registry who

underwent radical surgery and whose surgical specimen showed a greater than 90 %

reduction in the original tumor, which they interpreted as NCCR (9). However, we

should ask ourselves whether this improvement of approximately 12 % would justify

all the morbidity associated with radical surgery.

In the 2019 JAMA Oncology publication, García-Aguilar's group in the US had already

reported the association between regrowth and metastatic spread (10). However, they

pointed out that this was more likely due to the biology of the tumor than to the

radical nature of the surgery. The Dutch series analyzes 385 patients who, after

standard neoadjuvant therapy and having achieved CCR, entered the W&W protocol.

There were 89 regrowths (23 %), practically all (94 %) of which could be rescued, and

up to 31 % of these were rescued with local resection. The systemic disease-free

period and overall survival rates at 2 years were 91.8 % and 98.4 %, respectively (11).

In our personal series (pending publication), all regrowths (n = 8) could be rescued, and



5 of them were rescued with local resection. After regrowth, there were 2 systemic

relapses, both of which were also successfully treated. All of our patients who

underwent W&W are alive with a minimum follow-up of 3 years.

There is also concern that patients who undergo TME “late” due to regrowth have a

worse oncological outcome than those who underwent TME “early.” Other authors do

not share this opinion; in the long-term results of the OPRA study, they found no

significant differences in disease-free survival in patients who underwent TME at the

outset or after the appearance of regrowth (12).

Local resection

Important studies have explored local resection after neoadjuvant therapy vs. TME in

early stages (cT1-3, N0) (13-17), a clinical scenario in which we often find ourselves in

re-evaluation after TNT, with a high rate of patients with response (“downstaging”). All

these studies could be summarized by saying that standard neoadjuvant therapy,

especially with long-cycle RT followed by local resection, is not inferior to TME and

allows a high rate of organ preservation without oncological compromise. In the

Spanish TAUTEM study, local resection was even superior to TME in many aspects,

including R0 resection, questioning the “radicality” of TME (18).

In the French GRECCAR study, only 15 % of patients who underwent local resection

and were indicated for complementary TME (cTME) due to histopathological findings

of poor prognosis (> pT1-2, affected margin, etc.) were found to have disease in the

surgical specimen. In other words, 85 % of these radical surgeries were unnecessary

(16).

However, local resection also has its critics. It appears that suture dehiscence is the

norm in patients who have received radiotherapy, and this leads to significant

morbidity in the form of pain and defecation dysfunction that can last for months, as

has been noted in important studies (14,17). On the other hand, secondary healing

causes irregularities in the mucosa that could simulate regrowth, which in subsequent

reviews could make interpretation difficult. Some authors criticize local resection,

arguing that if complementary TME is needed, there would be greater morbidity, a

higher rate of APR, etc. The Dutch group evaluated this aspect and concluded that



cTME was not associated with greater morbidity or a worse oncological outcome

compared to patients who underwent TME first (19). The Danish study also concluded

that there were no significant differences in terms of perforation, APR rate, conversion

rates, or incomplete mesorectums (20).

The recent standardization of TNT presents us with a new scenario in the therapeutic

management of rectal cancer. The quality of care is better and more predictable, and

due to its neoadjuvant nature, adherence to oncological treatments is higher. This

implies greater efficacy with a higher clinical response rate, which should translate into

a greater number of patients who can preserve the organ.

The fundamental issue that motivates us to avoid radical surgery is the deterioration in

quality of life due to the high morbidity associated with it, without achieving a

significant increase in survival. However, a more conservative treatment (local

resection or W&W) may also be associated with morbidity secondary to oncological

treatments. Local resection, especially in distal lesions, is associated with morbidity in

the form of pain and defecation dysfunction, which can take months to recover from.

Quality of life has also been explored in patients who underwent W&W. The Dutch

Watch-and-Wait Consortium publishes long-term results in terms of quality of life.

Twenty-five percent of patients who underwent W&W reported severely impaired

defecation dysfunction and sexual dysfunction. Symptoms decreased during follow-up,

but patients who underwent radical surgery obtained significantly worse scores on

several quality of life subscales (21).

Epilogue

I would like to conclude with what I have come to call “Heald's legacy.” This author left

us a fantastic technique, total mesorectal excision, which minimized the serious

problem of local recurrence. In one of his recent papers, he pointed out that in recent

years the use of neoadjuvant chemoradiotherapy has become widespread and, in his

opinion, this would only be indicated if the circumferential margin were threatened by

the tumor, by adenopathy, or by the presence of extramural venous invasion (EMVI).

However, he also concludes that neoadjuvant therapy is capable of curing, with

virtually no comorbidity, around half of all cases (including some of the most advanced



ones) without the need for surgery, and that the world is taking too long to take

advantage of this extraordinary advance for the benefit of patients (22).

We must move away from the belief that the scalpel cures everything, let go of our

pride, be aware of the morbidity of surgery that we may be able to avoid, and embrace

new therapeutic trends. In reality, this is not about preserving the organ “at all costs,”

but rather about avoiding surgeries that do not benefit the patient.
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