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“WATCH AND WAIT” STRATEGY IN RECTAL CANCER  
PATIENTS WITH A COMPLETE CLINICAL RESPONSE  
AFTER NEOADJUVANT CHEMORADIATION THERAPY:  
A SINGLE-CENTER EXPERIENCE

Background. The non-operative management of rectal adenocarcinoma (RA) after neoadjuvant chemoradiation the­
rapy (nCRT) has gained increasing attention. The “Watch and Wait” (“W&W”) strategy allows one to avoid surgery-
related reduction in the quality of life due to permanent pelvic organ dysfunction or irreversible stoma. Still, the on­
cological safety of this strategy is under evaluation. Aim. To share a single-center experience of the “W&W” strategy. 
Materials and Methods. The retrospective analysis of 125 patients who received nCRT in 2016—2021 was performed. 
Patients who met the European Society for Medical Oncology (ESMO, 2017) criteria of clinical complete response (cCR) 
and received non-operative management were analyzed. Results. Ten patients (8%) were re-staged after nCRT as cCR 
and followed the “W&W” strategy. Patients’ characteristics: 7 female, 3 male; mean age 67.3 years. Tumor characteristics: 
pre-treatment N+ was present in 7 cases; G1 adenocarcinoma in a majority of cases; mean tumor distance from the anal 
verge — 5.85 cm; mean tumor circumference — 71%; mean tumor length — 3.87 cm. The mean follow-up time was 
30 months. Local regrowth or/and distant metastases developed in 3 cases. The 2-year disease-free survival was 70%. 
Conclusions. Most of the patients following the “W&W” strategy have benefited. However, to reduce the number of re­
lapses, it is necessary to perform a more careful selection of patients.
Keywords: ”Watch and Wait” strategy, non-operative management, rectal cancer, clinical complete response, neoa­
djuvant therapy.

The incidence of  rectal cancer in  the European 
Union is  125,000 per year, i.e., 35% of  the total 
colorectal cancer incidence, reflecting 15—25 ca­
ses/100 000 population per year, and is predicted 

to  increase further in  both genders [1]. Accor­
ding to the Latvian Cancer Registry data, the in­
cidence of colorectal cancer in 2020 in Latvia was 
34.6/100,000 (in 2020, 1.9 million inhabitants we­
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Fig. 1. Endoscopic appearance of cCR after nCRT —
flattening of the mucosa in the previous tumor area 
(Case No. 2)

re registered in  Latvia). In  2020, 1745 new cases 
of  colorectal cancer were detected, 780 (44.7%) 
of them – rectal cancer. It is the third most com­
mon type of cancer in men and the second most 
common in women in Latvia. 

The standard treatment of  the locally advan­
ced non-metastatic rectal adenocarcinoma (RA) 
is neoadjuvant chemoradiation therapy (nCRT) 
followed by the total mesorectal excision (TME), 
which provides satisfying oncological results. 
nCRT not only ensures a reduction of  tumor 
volume and spread, thereby improving the radi­
cality of surgical treatment and the future prog­
nosis, but it has also been observed that in 10—
40% of  cases, a  clinical complete response can 
be  achieved [1, 2]. In  the current rectal cancer 
treatment guidelines, the surgical treatment after 
nCRT is  recommended as  the golden standard. 
However, TME is  a radical surgical procedure 
with a significant risk of perioperative morbidi­
ties, including bowel,  sexual, and urinary dys­
function, and often results in the permanent sto­
ma formation [3—5]. 

In  2004, the first long-term outcomes of  a co­
hort of patients who achieved cCR after nCRT and 
were managed with a non-operative strategy were 
published that presented the results of  a similar 
oncological safety if  compared with the opera­
tive treatment group [6]. Since then, the “W&W” 
tactic has gained increasing attention. It provides 
an  opportunity to  apply organ-sparing strategies 
to a selected group of patients, thereby improving 
the quality of life.

In our center, the “W&W” tactic was initiated 
in 2017. Our study aimed to summarize and share 
the single-center experience.

Materials and Methods

Between 2016 and 2021, a total of  125 patients 
with  RA  received nCRT and were included in 
a retrospective study. The inclusion criteria were: 
RA localized up  to  15  cm  from the anal verge,  
cTanyN0M0 or  cTanyN+M0  (according to  the 
TNM Classification of  Malignant Tumors, 8th 
Edition), and patients who received and finished 
neoadjuvant radiation and chemotherapy or  ra­
diotherapy alone. Patients with uncompleted nCRT 
or  missing follow-up  after nCRT were excluded. 
A long-course preoperative radiation therapy con­
sisted of 1.8 Gy delivered in daily doses over a pe- 
riod of 28—29 days. The total radiation dose deli­
vered by this regimen was 50.4—52.2 Gy. A short-
course radiotherapy consisted of  5 Gy  delivered 
in  5 days (overall 25  Gy). Starting from the first 
week of  radiotherapy, the concomitant chemo­
therapy was given, mainly 5-fluorouracil-based 
(5-FU) agents or another depending on the indi­
cations. Patients were evaluated 6—12 weeks after 
the completion of  nCRT by  a multidisciplinary 
team (oncologist, surgeon, radiologist), using di- 
gital rectal examination (DRE), proctoscopy or 
colonoscopy, and pelvic magnetic resonance ima­
sging (MRI) by the magnetic resonance tumor re­
gression grade (mr-TRG) criteria, and the levels 
of CEA and CA 19-9 were evaluated. 

Patients were re-staged as  cCR if  the findings 
met the ESMO criteria of cCR:

Minimal criteria 
1. The absence of any irregularities or a palpable 

tumor on DRE. 
2. No visible lesion on endoscopy except for a flat 

scar, telangiectasia, or whitening of the mucosa. 
Additional criteria 
3. The absence of any residual tumor in the pri­

mary site and draining lymph nodes on the imaging 
with MRI or the endorectal ultrasound (ERUS). 

4. Negative biopsies from the scar. 
5. An  initially risen CEA level that returns 

to normal.
No biopsy of the tumor area was carried out if the 

DRE, proctoscopy, and radiological findings did not 
reveal signs of a tumor (Figs. 1, 2). It was done only 
when a near-complete response was suspected. 
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Fig. 2. Pelvic MRI before and 6 weeks after nCRT with 
radiological remission of the tumor (Case No. 2)

MRI scan before nCRT —  
rectal adenocarcinoma cT3N1M0

Rectal tumor cT3N1M0

MRI scan 6 weeks  
after nCRT — mr-TRG1

Tumor area after nCRT
The “W&W” protocol was applied to  selected 

patients: follow-up every 3 months for 2 years and 
6 months for 3 years subsequently. 

Statistical analysis. Local hospital databases 
were used for data collection and selection. The 
Kaplan — Meier method was used to estimate sur­
vival probabilities and their pointwise 95% confi­
dence intervals. Statistical analysis was performed 
with EasyMedStat (version 3.21.5).

Results

Of 125 patients who received nCRT, 106 patients 
received radiation and chemotherapy, and 19  re­
ceived radiation therapy alone (3 of  them — the 
short course radiation therapy). 

cCR was achieved in  10  patients (8%), and 
in these cases, the following “W&W” strategy was  
applied. The mean age at the moment of RA diag­
nosis was 67.3 (min 45, max 82); the gender distri­
bution was 7 females and 3 males. Three patients 
had a concomitant cancer of  another location.  
One patient had adenocarcinoma of  the ascen­
ding colon detected at the same time as RA (ra­
dical surgery was performed). One patient had 
breast cancer and basal cell carcinoma detected 
at  the same time as RA (sectoral excision of the 
breast cancer and the excision of  the basalioma 
was performed followed by  adjuvant radia­
tion therapy and hormone therapy of  the breast 
cancer). In  one more patient, RA  was detected 
in  the course of  hormone therapy of  breast can­

cer that resulted in the complete clinical response. 
RA stage at the time of diagnosis: stage II in 2 pa­
tients, stage III in  8 patients. Lymph node posi­
tivity (N1 in all cases) was detected in 7 patients. 
Tumor characteristics are summarized in Table 1. 
Tumor morphology in the biopsy material before 
nCRT: G1  adenocarcinoma (AC) in 6  patients, 
G2  AC  in  3 patients, and unknown in  1  patient. 
According to  the endoscopy data, the infiltrative 
nature of  the tumor was most often found (9 ca­
ses), and exophytic tumor was in 1 case. The mean 
distance of the tumor from the anal verge by MRI 
data was 5.85 cm (min 2.5 cm, max 10 cm). The 
mean size of the tumor was 3.87 cm (min 1.5 cm, 
max 5.1 cm). The mean tumor circumference was 
71% (min 25%, max  100%). The minimal size 
of  the regional lymph nodes was 0.3 cm and the 
maximal size was 0.7 cm. 

Table 1. Tumor characteristics

Case cTNM TD Endoscopic  
characteristics DAV (cm) TL (cm) TC (%) RLN (cm)

1 cT3N0M0 G2 Infiltrative 2.5 4.7 100 0.30
2 cT3N1M0 G1 Infiltrative 10 4.5 92 0.40
3 cT2N1M0 G1 Exophytic, mobile 10 1.5 25 0.70

4 cT2N1M0 Unknown Infiltrative 9.4 2.3 44 0.36
5 cT3N0M0 G1 Infiltrative 2.7 2.5 72 None
6 cT3N1M0 G2 Infiltrative 2.5 4.5 100 0.55
7 cT2N1M0 G1 Infiltrative 5.5 5.1 100 0.33
8 cT4N0M0 G2 Infiltrative 3.2 5 69 0.51
9 cT3N1M0 G1 Infiltrative 6.3 4.6 53 0.56

10 cT2N1M0 G1 Infiltrative 6.4 4 50 0.50

Notes: TD — tumor differentiation, DAV — distance from the anal verge, TL — tumor length, TC — tumor circumfe­
rence, RLN — regional lymph nodes.
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The levels of  CEA and CA  19-9 were evalua­
ted before and after nCRT. Only one patient (case 
No.8) had elevated CA 19-9 (980 U/mL) while ha­
ving a normal CEA level (2.65 ng/L). In  this pa­
tient, no metastases were detected in the CT scan 
performed before nCRT, however, in  the radio­
logical examinations after nCRT, the pelvic MRI 
revealed complete cCR, but in  the CT scan, liver 
metastases were detected (CEA remained elevated 
after nCRT — 419.59 U/mL). The treatment cha­
racteristics of the clinical complete responders are 
summarized in Table 2. Transanal biopsy after the 
completion of nCRT was performed in one patient.

The mean follow-up time was 30 months (min 20, 
max 60). cCR was detected in the patients who recei­

Fig. 3. DFS of clinical complete responders following 
the “W&W” strategy
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Table 2. Treatment characteristics of the clinical complete responders

Case cTNM
RT

ChT
Post-nCRT  
evaluation 

(weeks)
mr-TRG

RA (Gy) PLN (Gy)

1 cT3N0M0 50.4 45 5-FU inf 12 2
2 cT3N1M0 50.4 46.8 5-FU inf 6 2
3 cT2N1M0 50.4 46.8 • 8 1
4 cT2N1M0 50.4 46.8 5-FU inf 8 2
5 cT3N0M0 52.2 45 5-FU inf oxaliplatin  

(after the end of RT)
8 2

6 cT3N1M0 52.2 46.8 5-FU inf 9 2
7 cT2N1M0 50.4 45 Ribociclib, anastrozole (due 

 to concomitant breast cancer)
9 1

8 cT4N0M0 50.4 45 5-FU inf 8 2
9 cT3N1M0 52.2 45 Tegafur 9 2

10 cT2N1M0 50.4 45 5-FU inf 10 2

Notes: RT — radiation therapy, ChT — chemotherapy, RA — rectal adenocarcinoma, PLN — pelvic lymph nodes, inf — 
infusional.

ved a long-course neoadjuvant radiation therapy 
with concomitant chemotherapy, except for one ca­
se when the patient received only radiation therapy.

At  12  months, the disease-free survival (DFS) 
was 80.0% (95% CI:40.9—94.6) and at 24 months, 
the DFS was 70.0% (95% CI: 32.9—89.2) (Fig. 3).

The results of  the “W&W” follow-up are sum­
marized in Table 3. One patient (Case No. 6) de­
veloped a local regrowth, but treatment was not 
initiated because the patient died of an unrelated 
cause. One patient developed distant metastases 
(Case No. 8) — a solitary metastasis in  the liver 
3 months after the completion of  nCRT (it  was 
treated with radiofrequency ablation) and 1.5 years 
later — metastases in the lungs (treated with ChT). 
One patient developed both local regrowth and 
distant metastases, and the local regrowth was 
detected twice (Case No. 1). After the first local 
regrowth, organ preservation surgery was per­
formed. When a repeated local relapse developed, 
simultaneously with distant metastases in  the li­
ver, the palliative ChT was applied.

Discussion

The incidence of  cCR in  our study is  8%, which 
is a relatively low rate. However, it should be con­
sidered that the variability of  this indicator is re­
lated to  the selection criteria of  the study group 
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since our study did not include patients who con­
tinued their treatment or  observation in  another 
hospital, which would limit the collection of  fol­
low-up data. In addition, the complete pathologi­
cal  response was found in  several patients after 
surgical treatment, which potentially could be 
classified in  the "W&W" group. Also, when per­
forming a post-therapy evaluation, there is a cer­
tain subjectivity, which also affects the cCR rate. 
The currently existing clinical and radiological 
evaluation methods in  the case of  cCR are not 
absolute, so  in situations where there are doubts, 
a decision is made in favor of the radical surgical 
treatment.

Although it is known that a potentially better re­
sponse to nCRT is expected in patients with a  lo­
wer tumor stage (advanced T stage or lymph node 
positivity reduces the probability of cCR), ​​however, 
in  our study group, most patients had stage III 
and lymph node positivity before nCRT [7]. Simi­
lar characteristics of  groups can be found in  ot­
her studies, which suggests that the pre-treatment 
tumor stage will not always be the determining fac­
tor for the post-therapy treatment outcome [8, 9].

Apart from the degree of tumor invasion, there 
are several other tumor-characterizing clinical and 
morphological parameters that predict a possible 
worse response to nCRT, such as tumor size ≥ 3 cm, 
volume, tumor circumference > 60%, higher loca­
lization of the tumor above the anal verge, macro­
scopic ulceration, a lower degree of  tumor diffe­
rentiation, and a mucinous component [10—15].

In  our study, it  was observed that in  two pa­
tients  the tumor was localized in  the proximal 
part of the rectum, in the other two in the middle 
part, and in  the remaining 6 cases in  the distal 
part. Patients with rectal cancer of any location are 
considered potential “W&W” candidates if  cCR 
is  achieved, however, patients with lower tumors 
can benefit the most from this situation, conside­
ring that distal tumors require a low anastomosis 
or abdominoperineal resection, which significant­
ly affects the quality of life. Lower localized tumors 
not only have a higher chance of achieving a cCR, ​​
but if it occurs, the distal rectal segment is much 
easier to control during further active surveillance 
within “W&W” [7].

In our patients, the largest size of the tumor did 
not exceed 5.1 cm and in 7 cases out of 10 its size 
was ≥3 cm. The mean tumor circumference was 
71%, and in 6 cases, it was >60%.

As  seen, a diversity of  clinical parameters can 
be  observed in  our study group, but it  should 
be  considered that the group consists of  a  small 
number of  patients, therefore it  is  not possible 
to talk about statistically reliable tendencies. How­
ever, regarding the tumor differentiation grade, 
most patients were found to have well-differentia­
ted AC and no patients were found to have poorly 
differentiated AC  confirming the relationship 
between the lower tumor differentiation and the 
likelihood of achieving cCR. 

CEA and CA 19-9 were evaluated in all patients 
before and after nCRT. In 9 of 10 cases, pre-treat­

Table 3. The results of “W&W” follow-up

Case End of nCRT LR Mo. after 
nCRT MTS Mo. after 

nCRT A/D Follow-up (Mo. 
after nCRT)

1 12/2017 12/2018; 10/2020 12; 34 10/2020 (liver) 34 A 60
2 01/2020 No — No — A 36
3 09/2020 “ — “ — A 27

4 04/2020 “ — “ — A 32
5 10/2020 “ — “ — A 26
6 07/2020 12/2021 17 “ — D 29
7 11/2020 No — “ — A 25

8 10/2020 “ —
01/2021 (liver); 
07/2022 (lungs) 3; 21 A 26

9 12/2020 “ — No — A 24
10 04/2021 “ — “ — A 20

Notes: LR — local regrowth, Mo — months, MTS — metastases, A/D — alive /dead.
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ment CEA and CA 19-9 were not elevated, which 
is  one of  the prognostic indicators of  a positive 
response to nCRT and indicates a higher probabi­
lity of achieving a cCR [2, 16].

In  our hospital, all patients received standard 
nCRT, and there were no  special treatment mo­
dalities that could affect the possibility of  cCR. 
Although, several studies have investigated the 
usefulness of additional chemotherapy agents, e.g., 
oxaliplatin, EGFR and VEGFR inhibitors, in com­
bination with fluoropyrimidines to  improve the 
tumor response to nCRT [17—19].

In our study, post-treatment evaluation was per­
formed 6—12 weeks after the completion of nCRT. 
The recommended interval between completion 
of nCRT to post-treatment evaluation and surgery 
is 6—8 weeks: it is a timeframe that promotes tis­
sue response to radiation, provides recovery, and 
prevents the development of  radiation-associa­
ted tissue fibrosis [2]. However, in  practice, this 
recommended time interval may vary depending 
on recovery from the treatment, patient issues, and 
the availability of radiological examinations.

The tumor response to  nCRT is  time-depen­
dent. Sometimes it takes months to reach a maxi­
mal regression. The challenge is to find an optimal 
timepoint when the tumor has the greatest regres­
sion, thereby increasing the patient's suitability 
for the “W&W” tactics, and the results of  surgi­
cal treatment are not compromised, when surge­
ry is unavoidable. Several studies have concluded 
that  it  is  possible to  achieve a higher rate of  the 
complete pathological response when delaying 
surgery after nCRT [20].

In our study, the average follow-up time of the 
patients was 2.5 years (30 months). Over the first 
two years, patients undergoing non-operative ma­
nagement have the highest risk of  local regrowth 
and distant metastases, therefore during this pe­
riod, the most intensive follow-up  plan is  neces­
sary. The risk of  local regrowth in  the published 
data is within 15%—30%, and the risk of distant 
metastases is within 4%—14% [21, 22]. This gene­
ral trend is also observed in our group of patients.

Considering the existing risk of  local relapse 
and distant metastases, the “W&W” strategy is 
still considered a strategy that can only be  used 
in  highly selective groups. However, it  should 
be  noted that even in  such a case, there is  some 
variability between the study centers that set dif­

ferences in the results of the “W&W” strategy. The 
“W&W” strategy is  attractive, both to  clinicians 
and patients, considering that the individualized 
treatment approach is the current trend.

Undoubtedly, the “W&W” strategy has benefi­
ted a large proportion of patients with cCR, ​​thus 
it is a valuable model of patient management that 
significantly improves the patient's quality of life. 
However, the results so  far show that we  do  not 
fully understand which patients are the ones who 
will really benefit from the “W&W” strategy and 
which are the ones who are already destined to 
experience relapse.

Careful selection of patients for the application 
of  non-operative tactics, which includes specific 
selection criteria, could improve the oncological 
results of the “W&W” strategy. A clear definition 
of predictive factors of tumor response or the crea­
tion of risk scales that include positive and nega­
tive prognostic factors would provide an opportu­
nity to improve  patient selection for the “W&W” 
strategy. 

Several studies have attempted to find clinically 
useful parameters based on the molecular biology 
features of rectal cancer undergoing nCRT to pre­
dict a potential response to  treatment. Unfortu­
nately, in none of them, a parameter with clinical 
value, which would be applicable in daily practice, 
has been found [23].

It should also be considered that currently, the­
re  are no  absolute radiological criteria for diag­
nosing cCR, ​​as  post-therapy changes are often 
difficult to differentiate from residual tumor rem­
nants. If this "gray zone" remains in the post-ther­
apy diagnostics, in  case of  doubt, a decision will 
always be made in favor of the oncologically safest 
option, namely, surgical treatment.

More careful analysis of relapse cases might give 
additional information about potential risk factors 
of  regrowth. Unfortunately, such research in  iso­
lated centers is  hampered by  the small number 
of observed patients with cCR and the even smal­
ler number of patients who experience relapse af­
ter diagnosis of cCR.

Most published studies are retrospective and start 
with a cohort of complete responders and not with 
a cohort of patients who start nCRT. Furthermore, 
the analyzed oncological results are often affected 
by  the heterogeneity of  the studied population — 
different patient age categories, comorbidities and 
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drug therapy, tumor stages, applied treatment regi­
mens, post-therapy evaluation intervals, as  well 
as different “W&W” monitoring protocols.

Nevertheless, the “W&W” strategy as an alterna­
tive to surgical treatment in the case of cCR, ​​with 
the aim to avoid unnecessary surgery and preserve 
the rectum, is increasingly accepted, based on stu­
dies conducted in specialized cancer centers, there­
fore it should be part of the treatment discussion.

The “W&W” strategy is  suitable for patients 
who are willing to take advantage of organ-sparing 
tactics, are well informed about the limitations 
of  this strategy, are motivated to  undergo strict 
surveillance, have good access to health care ser­
vices, and are able to accept the uncertainty about 
the course of their illness.

The current study was limited by  the small 
number of patients, single-center experience, and 

differences in patient characteristics and treatment 
strategies. Despite these limitations, this is the first 
study in Latvia that summarizes the results of the 
“W&W” strategy. Further larger prospective stu­
dies are needed.
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ОЧІКУВАЛЬНА СТРАТЕГІЯ У ХВОРИХ НА РАК ПРЯМОЇ КИШКИ  
З ПОВНОЮ КЛІНІЧНОЮ ВІДПОВІДДЮ ПІСЛЯ НЕОАД'ЮВАНТНОЇ  
ХІМІОПРОМЕНЕВОЇ ТЕРАПІЇ: ДОСВІД ОДНОГО КЛІНІЧНОГО ЗАКЛАДУ

Стан питання. Консервативне ведення хворих на аденокарциному прямої кишки після неоад'ювантної хіміо­
променевої терапії привертає все більшу увагу клініцистів. Очікувальна стратегія дозволяє уникнути зни­
ження якості життя внаслідок спричинених хірургічним втручанням порушень функцій органів малого тазу 
або  незворотної стоми. Разом з тим, онкологічна безпека такої стратегії потребує подальших досліджень. 
Матеріали та методи. Проведено ретроспективний аналіз 125 хворих, які одержували неоад'ювантну хіміо­
променеву терапію в 2016—2021 рр. Проаналізовано клінічні дані хворих, які задовольняли критеріям повної 
клінічної відповіді за настановами Європейського товариства медичної онкології (ESMO, 2017) та були про­
ліковані консервативними методами. Результати.  10 хворих (8%) (7 жінок, 3 чоловіки, середній вік 67,3 роки) 
після неоад'ювантної хіміопроменевої терапії було переглянуто щодо стадії захворювання та визначено повну 
клінічну відповідь з наступним застосуванням очікувальної стратегії у подальшому веденні цих хворих. До лі­
кування 7 хворих були охарактеризовані як N+. У більшості випадків у хворих було діагностовано 
аденокарциному диференціювання G1; пухлина в середньому розташовувалась на відстані 5,85 см від краю 
анусу і займала в середньому 71% кола кишки; середня довжина пухлини була 3,87 см. Середній час 
подальшого спостережен­ня за хворими склав 30 місяців. Місцевий ріст пухлини та/або віддалені метастази 
визначено у трьох хворих. Дворічна виживаність без ознак хвороби склала 70%. Висновки. У більшості 
хворих очікувальна стратегія мала свої переваги. Однак для зменшення кількості рецидивів слід проводити 
більш ретельний відбір хворих, для яких буде застосовуватись такий підхід. 
Ключові слова: очікувальна стратегія, консервативне ведення, рак прямої кишки, клінічна повна відповідь, 
неоад'ювантна терапія.




