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ABSTRACT

Aim: We wanted to investigate whether the watch and wait method without surgery or surgery is superior in patients with rectal cancer
receiving neoadjuvant treatment.

Material and Methods: The clinical data of case above the age of 18 who were diagnosed with rectal tumors between 2018 and 2023 were
retrospectively analyzed.

Results: After neoadjuvant treatment, the mass disappeared completely in some case. All case were operated after neoadjuvant treatment.
Adenocarcinoma was seen in 140 (80%) case operated after neoadjuvant treatment, normal colon wall was seen in 10 (5.5%) case and
chronic inflammation was seen in 20 (11%) case.

Conclusion: The importance of neoadjuvant treatment according to the stage of the disease in case with rectal cancer is being better
understood day by day. Early surgery is recommended as the first-line treatment for early-stage rectal cancer due to its favorable outcomes.
However, it has been widely accepted that in locally advanced or advanced rectal cancers with lymph node metastasis, neoadjuvant
treatment before surgery is much more beneficial in terms of disease-free survival and survey after surgery.

Keywords: Rectal cancer, neoadjuvant therapy, watch and wait
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Amac: Neoadjuvan tedavi alan rektum kanserli olgularda cerrahi yapilmadan izle ve bekle yénteminin mi yoksa operasyon yapilmasinin mi
daha Ustin oldugunu arastirmak istedik.

Gerec ve Yontemler: 2018-20283 yillari arasinda rektum timaori tanisi alan 18 yas Gstl olgularin klinik verileri retrospektif olarak analiz
edildi.
Bulgular: Neoadjuvan tedavi sonrasinda bazi olgularda kitle tamamen kayboldu. Tim olgular neoadjuvan tedavi sonrasi opere edildi.

Neoadjuvan tedavi sonrasi opere edilen 140 (80%) olguda adenokarsinom, 10 (5.5%) olguda normal kolon duvari ve 20 (11%) olguda kronik
inflamasyon goéruldu.

Sonug: Rektum kanserli olgularda hastaligin evresine gére neoadjuvan tedavinin 6nemi giin gectikge daha iyi anlagiimaktadir. Erken evre
rektum kanserinde erken cerrahi, olumlu sonuglari nedeniyle ilk basamak tedavi olarak 6nerilmektedir. Ancak lenf nodu metastazi olan lokal
ileri veya ileri evre rektum kanserlerinde cerrahi 6ncesi neoadjuvan tedavinin olgularda sagkalim ve cerrahi sonrasi sagkalim agisindan ¢ok
daha faydali oldugu yaygin olarak kabul gérmektedir.

Anahtar Sézciikler: Rektal kanser, neoadjuvan tedavi, izle ve bekle
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Rectal Malignancies

INTRODUCTION

Colorectal cancers are the third most common cancer in the
world and the second most common cause of cancer-relat-
ed deaths. Rectal cancer accounts for one-third of these
cases (1). Although the incidence of colorectal cancer tends
to decrease in all age groups, it increases exponentially in
individuals under the age of 50 (1). According to the “Turkey
Cancer Statistics Report” published in 2018, 6607 cases of
rectal cancer were seen in every 100 thousand people. Of
these cases, 2534 were seen in women and 4073 in men. It
has been reported that rectal cancers constitute 2.7% of all
cancers. The most common histological type of coloerectal
cancers is adenocarcinoma (90%). When the first diagnosis
of coloerectal cancers was made, 39.1% of the cases were
reported as early stage, 39.6% as locally advanced stage
and 21.3% as late stage (2).

Surgical treatment of rectal cancers is technically specific
due to its location and neighbourhood with pelvic organs
and it is difficult to obtain clean surgical margins. Therefore,
local recurrence is more common in rectal cancers. Neo-
adjuvant treatment applications are gaining importance to
reduce local recurrences and to obtain clean surgical mar-
gins(3).

In rectal cancers, radical resection or transanal local exci-
sion are preferred in appropriate cases as surgical treat-
ment. Removal of the tumor together with lymphatic and
vascular structures and a 2 cm tumor-free surgical margin
distal to the tumor are the basic rules for resection. It has
been reported that local recurrence rates decrease when
these rules are followed (3). Local recurrence is among the
poor prognostic factors in rectal cancers (3). When there is
widespread local recurrence, a pelvic exenteration proce-
dure is performed if possible (3).

MATERIAL and METHODS

The clinical records of case over 18 years of age diag-
nosed with rectal tumours between 2018 and 2023 were
retrospectively analysed. The demographic characteristics
of the case, their stage at the time of diagnosis, whether
they received neoadjuvant treatment, operations performed,
preoperative pathology, postoperative pathology results, lo-
cal recurrence and survival status were analysed. Of the
174 case, 111 were male and 63 were female. The mean
age was 61.92 years. The youngest age was 33 and the
oldest age was 91.

166 case received neoadjuvant treatment. 8 case did not
receive neoadjuvant treatment because they were operated
urgently. After neoadjuvant treatment, 109 case were eval-
uated with Magnetic Resonance Imaging (MRI), 17 case
with Computer tomografi (CT) and 40 case with Positron
Emission Tomography (PET-CT). Of the 166 case who re-

ceived neoadjuvant treatment, 138 case had shrinkage of
the mass and 28 case had no shrinkage of the mass.

The mean time to surgery after neoadjuvant treatment was
2.6 months. The minimum duration of operation was 2
weeks and the maximum duration was 5 months.

CT, MR, ultrasonagraphy (USG), capsule endoscopy, up-
per gastrointenstinal endoscopy were used as diagnostic
methods. Neoadjuvant treatment and then surgical opera-
tion were applied. Upper gastrointenstinal endoscopy is the
visualisation of the oesophagus, stomach and duodenum
with a system with a camera at the end. Capsule endos-
copy is a method of visualising the entire digestive tract by
swallowing a capsule. Surgical methods include low an-
terior resection and abdominoperineal resection. Medical
oncology and general surgery departments performed the
follow-up of the case together.

Since it was a retrospective study, informed consent was
not obtained from the case.

Stafistical Analysis

Analyses were performed using the IBM SPSS 29.0 (IBM
Corp., Armonk, NY, USA) package program. The normal
distribution of the parameters was evaluated using the Kol-
mogorov-Smirnov test. Numerical variables were presented
as median (25"-75" percentile) and frequency (percent-
age). McNemar chi-square analysis was used to compare
the number of postoperative positive lymph nodes with the
number of positive lymph nodes. Kaplan Meier Survival
Analysis was used to compare survival times. p<0.05 was
considered significant.

RESULTS

A total of 174 case, 111 (63.7%) males and 63 (36.2%) fe-
males, were included in the study. The mean age was 61.92
years (33-91 years).

166(95.4%) case received neoadjuvant treatment. 8 (4.5%)
case did not receive neoadjuvant treatment because they
were operated urgently. After neoadjuvant treatment, 109
(65.6%) case were evaluated with MRI, 17 (10.2%) case
with CT and 40 (24.0%) case with PET-CT. Of the 166 case
who received neoadjuvant treatment, 138 (83.1%) case
had shrinkage of the mass and 28 (16.8%) case had no
shrinkage of the mass.

The mean time to surgery after neoadjuvant treatment was
2.6 months (0.5-5 months).

Out of 174 case, 8 (4.5%) were operated urgently and 166
(95.4%) were operated electively. Low anterior resection
was performed in 156 (89.6%) case and abdominoperineal
resection in 17 (9.7%) case. Only sigmoid loop colostomy
was performed in a case who underwent emergency opera-
tion because it was considered unresectable.
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Preoperative hystopathology diagnosis was adenocarcino-
ma in 160 (96.3%) case, villous adenoma with severe dys-
plasia in 1 (0.6%) case, tubular adenoma with focal severe
dysplasia in 1 (0.6%) case, hyperkeratotic papillomatous
squamous tumour in 1(0.6%) case, villous adenoma with
carcinoma in situ areas in 1 (0.6%) case, villous adenoma
in 1 (0.6%) case, tubulovillous adenoma in 1 (0.6%) case.
8 case did not have preoperative pathological diagnoses
because they were operated urgently (Table 1).

Postoperative pathological diagnosis; Adenocarcinoma in
140 (80.4%) case, severely dysplastic villous adenoma in
1 (0.5%) case, poorly differentiated malignant tumour in 1
(0.55%) case, dysplastic epithelium in 1 (0.5%) case, in-situ
squamous epithelial cell carcinoma in 1 (0.5%) case, nor-
mal colon wall in 10 (5.5%) case, chronic inflammation in 20
(11%) case were seen after neoadjuvant treatment (Table 1).

Only a case could not undergo lymph dissection because
he was considered inoperable. It was performed in all other
case. The mean number of lymph nodes removed was 13
(6-24 nodes). In 35 case, metastatic lymph nodes were de-
tected. The mean number of metastatic lymph nodes was
3 (1-13 nodes). Recurrence was seen in 12 case during
follow-up. The mean number of lymph nodes removed in
these case was 16 (12-24 nodes) and the mean number of
metastatic lymph nodes was 4 (2-6 nodes).

The average follow-up duration was 47.37 months (ranging
from 9 to 74 months). Mortality occurred in 6 case (3.4%).
Follow-up periods varied between 30 and 74 months.
Among those who died, 1 was female and 5 were male. The
follow-up period for women averaged 43 months, with a sur-
vival rate of 98%. For men, the shortest follow-up duration
was 30 months with a survival rate of 98%, while the long-
est was 72 months, with a survival rate of 68% (Figure 1).

Table 1: Preoperative Histopathological Diagnoses and Postoperati

In the group of case with recurrence, mortality was ob-
served in 2 individuals. The minimum follow-up duration
was 43 months, with a survival rate of 90%. The maximum
follow-up lasted 72 months, at which point the survival rate
was 0% (Figure 2).

Of the 166 case who underwent neoadjuvant treatment, tu-
mor size regressed in 138 case, while there was no change
in 28 case.

The average age of the deceased case was 68.83 years
(ranging from 47 to 78 years). The postoperative follow-up
period averaged 56.33 months, with an average of 12 re-
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Figure 1: Survival Rates of Case.

Green: Male, Blue: Female. Horizontal row duration (months),
vertical row survival. 1=100%, 0.9=90%, 0.8=80%, 0.7=70%,
0.6=60%.

ve Pathological Diagnoses

Preoperative Histopathological Diagnoses * ::r:l;?g;s);s Postperative Pathology Diagnosis* ::2?;:38
Adenocarcinoma 160(96) Adenocarcinoma 140 (80)
Villous Adenoma with Severe Dysplasia 1(0.6) Chronic Inflammation 20 (11)
Tubular with Focal Severe Dysplasia 1(0.6) Normal Colonic Wall 10 (5,5)
Villous Adenoma Containing Areas of Carcinoma In Situ 1 (0.6) Severe Dysplasia Villous Adenoma 1(0.55)
Tubulovillous Adenoma 1(0.6) Poorly Differentiated Malignant Tumour 1 (0.55)
Villous Adenoma 1(0.6) Dysplastic Epithelium 1(0.55)
Hyperkeratotic Papillomatous Squamous Tumour 1(0.6) In-Situ Squamous Epithelial Cell Carcinoma 1 (0.55)

Adenocarcinoma, adenoma-carcinoma sequence, refers to the malignant change of an adenoma with a precursor lesion, a focal dysplastic

polypoid lesion (4).

Colon adenomas are polyps formed by glandular tissue in the colonic
adenoma, severe degrees of dysplasia are associated. Although it can
rectosigmoid. They are sessile structures that usually appear as velvety
*Data are shown as n(%).

mucosa. They may be villous, tubular or tubulovillous (5). Villous
occur anywhere in the colon, it is more common in the rectum and
or cauliflower-like projections(6).
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Figure 2: Survival Rates in Case with Recurrence.

Green: Recurrence, Blue: No Recurrence. Horizontal row duration
(months), vertical row survival. 1=100%, 0.9=90%, 0.8=80%,
0.7=70%, 0.6=60%.

moved lymph nodes (7-21 nodes) and an average of 3.2
metastatic lymph nodes (1-9 nodes). The mean interval
from neoadjuvant treatment to surgery was 3.75 months.

In contrast, the average age of the surviving case was 61.67
years (33-91 years). Their postoperative follow-up period
was 47.05 months, with an average of 14 removed lymph
nodes (6-24 nodes) and an average of 2.5 metastatic lymph
nodes (1-13 nodes). The mean time from neoadjuvant treat-
ment to surgery for these case was 2.6 months.

DISCUSSION

Since the implementation of total mesorectal excision
(TME) in colorectal cancer surgery, there has been a nota-
ble improvement in survival rates. However, this enhance-
ment has primarily been observed in case under 75 years of
age. In contrast, survival outcomes for case over 75 years
have remained unchanged, largely due to comorbidities
and non-cancer-related mortality factors (7). In the study by
Al-Abed et al., mortality was 8.7% in case over 50 years
and younger in the first year, whereas this rate increased
to 24.5% in case aged 80 years. Five years later, mortality
rate was 42.9% in case over 80 years, while mortality rate
was 13% in case under 50 years (8). In our study, the sur-
vival rate was 99% at 30 months and 81% at 72 months
periods. It has been shown that the rate of survival is higher
in women. Removal of lymph nodes in rectal cancer oper-
ations increases the survival rate. Therefore, in our clinic,
lymph nodes were completely removed in accordance with
the principles of TME.

Magnetic resonance imaging (MRI) plays a crucial role in
detecting, staging, and planning treatment for rectal cancer.
It not only evaluates the primary tumor and regional lymph
nodes but also assesses treatment outcomes in case un-
dergoing neoadjuvant therapy. MRI is essential for re-stag-
ing after such treatment and for managing case with com-
plete clinical responses using a “watch and wait” approach
(9). In our clinic, 109 case were evaluated with MRI, 17 with
computed tomography (CT), and 40 with positron emission
tomography (PET-CT) following neoadjuvant therapy. Out
of 166 case who received neoadjuvant treatment, 138 ex-
perienced a reduction in tumor size, while 28 showed no
changes.

Local surgical excision is the preferred treatment for ear-
ly-stage rectal cancers (stage 0) and villous adenomas, in-
cluding carcinoma in situ (high-grade dysplasia). For these
cases, achieving a clear surgical margin of at least 1 cm is
essential (6).

In local rectal cancers (stage 1), local recurrence rates have
been reported up to 20% and 40% for small, sessile TINO
and T2NO rectal cancers, respectively, despite the use of lo-
cal excision (6,10,11). Local excision is more recommended
for small, less risky lesions. However, regional lymph nodes
cannot be evaluated with this method. Therefore, radical
resections should be considered in high-risk case. In case
with T2 stage rectal cancers who underwent transanal ex-
cision following neoadjuvant treatment, the ACOZOG Z601
study reported a pathological complete response rate of
44%, with 3-year disease-free survival rates at 88%. How-
ever, population-based data indicate that survival outcomes
after local excision for rectal cancer are suboptimal and
should not be regarded as a standard approach (6,10,11).

The long-term outcomes of local excision for T1 or T2 tum-
ors in high-risk case remain inconclusive (12). A meta-anal-
ysis published in 2020 highlighted a significant risk of lo-
cal recurrence in these case who did not receive adjuvant
chemoradiotherapy following local excision (13). For high-
risk case, subsequent total mesorectal excision or adjuvant
chemoradiotherapy (for pT1 tumors) has been reported to
mitigate this risk. The results of the ACOSOG Z6041 trial
suggest that a combination of local excision followed by ne-
oadjuvant chemoradiotherapy may be a safe alternative to
transabdominal resection for case with T2NO distal rectal
cancer (14). Additionally, another meta-analysis indicated
that neoadjuvant chemoradiotherapy followed by local re-
section could be a safe and effective option for case at all
T and N stages who decline transabdominal resection (15).
In a study involving 282 case with T1 rectal cancer, local
recurrence rates were reported as 13.2% for those who
underwent transanal local excision, compared to 2.7% for
those who had radical resection (P = .001) (16). Another
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study that compared standard resection and local excision
in 124 case found local recurrence rates of 12.5% and 6.9%,
respectively (P =.003) (12).

In an analysis of more than 164,000 case with rectal can-
cer diagnosed from 1998 to 2010 from the National Cancer
Database (NCDB), positive margins were found to be great-
er after local excision when transabdominal resection and
local excision were compared (12). As can be seen, local
excision alone is not sufficient in early stage rectal cancers.
Neoadjuvant treatment should be added or total mesorectal
excision should be chosen as the treatment method. Fur-
ther studies are needed in this field. In our clinic, transanal
local excision was not preferred in early stage rectal ma-
lignancies. Total mesorectal excision procedures were pre-
ferred surgically.

Local recurrences were found to be more common in case
with locally advanced stages (stage 2-3) and large masses
located in the distal rectum (11,17,18). There are two differ-
ent opinions on the control of local recurrences. Proponents
of total mesorectal excision contend that adjuvant chemo-
radiation is unnecessary for stage |, Il, and Il rectal can-
cers. However, others argue that case with stage Il and IlI
rectal cancers can benefit significantly from chemoradiation.
This ongoing debate highlights the need for individualized
treatment approaches based on specific case and tumor
characteristics (11,17,18). The advantages of neoadjuvant
treatment include decreased tumor size, complete resec-
tion, and increased likelihood of sphincter-sparing proce-
dures. Disadvantages of the treatment include the potential
for overtreatment of early-stage tumors, impaired wound
healing, and the development of pelvic fibrosis. Large tu-
mours, tumours invading neighbouring organs and distal
rectal tumours are difficult to resect without neoadjuvant
treatment and cause extensive resection (11,17,18). In our
clinic, we recommend neoadjuvant treatment in appropriate
case unless urgent surgical intervention is required.

In stage 3 rectal carcinomas with lymph node metastasis,
neoadjuvant or adjuvant treatment is recommended in al-
most all treatment protocols. In the NIH consensus, chemo-
radiation is recommended for stage 3 lymph node-positive
rectal carcinoma because it prolongs survival and improves
local mass control (6,19).

In the United States, chemoradiation is recommended for
all case with stage Il rectal cancer and for most case with
stage Il. However, in selected cases of T3 tumors with fa-
vorable histology and negative radial margins, chemoradi-
ation may be omitted. More extensive prospective studies
are necessary to establish clear guidelines for this practice
(17,18,20).

There is currently no clear consensus on the optimal timing
of chemoradiotherapy for locally advanced rectal cancer.
Traditionally, preoperative chemoradiotherapy has been

recommended to achieve stage downstaging, which en-
hances the chances of complete resectability and increases
the likelihood of performing a sphincter-sparing procedure.
However, this preoperative radiation therapy impairs wound
healing and may increase the likelihood of complications.
While preoperative endorectal ultrasonography and MRI
are safe methods for staging rectal cancer, there is a risk
of “overstaging” in some cases. This can result in over-
treatment for case with pT1-2 and NO tumors who undergo
neoadjuvant therapy. Supporters of postoperative radiation
therapy advocate for more accurate pathological grading
and a reduction in surgical complications. However, large,
extensive tumors may be unresectable, or case may need
more extensive surgeries, such as abdominoperineal resec-
tion (APR) or pelvic exenteration, if they do not receive pre-
operative chemoradiation. In light of the current literature,
we perform APR or pelvic exenteration in appropriate case
in our clinic. Moreover, pelvic radiation administered after
surgery may compromise the function of the neorectum.
The German CAO/ARO/AIO-94 study compared periopera-
tive toxicity and oncologic outcomes between pre- and post-
operative chemoradiation. The results indicated that both
approaches yielded similar rates of acute toxicity and surgi-
cal complications. However, postoperative chemoradiation
was reported to double the risk of stenosis formation.

Additionally, preoperative chemoradiation reduced the risk
of local recurrence by half (6% vs. 12%). Given these find-
ings, many centers have adopted preoperative chemoradi-
ation as the optimal approach for treating locally advanced
rectal cancer (20). In the United States, 5-FU-based chemo-
therapy and 5 to 6 weeks of external beam radiation (“long
course”) followed by surgery 6 to 8 weeks later is usually
recommendable. However, it is worth noting that many Eu-
ropean centres use a “short-course” preoperative radiation
regimen consisting of 5 days of radiation followed by sur-
gery in 1 to 2 weeks. There are no randomised, prospec-
tive studies comparing these treatment modalities (17,18).
With advances in chemoradiation, many case with locally
advanced rectal cancer will have complete tumor shrinkage
(clinical complete response; cCR). It has been suggested
that some selected cases with complete response to neo-
adjuvant therapy can be followed without surgical treatment.
However, data from existing studies are conflicting and con-
cerns remain about the ability to predict which case with
clinical complete response are truly pathological complete
responders (21). Additional adjuvant chemotherapy admin-
istered after the decision of a non-surgical approach is an-
other form of treatment (21,22). The necessity of surgery in
case who achieve a complete pathological response after
neoadjuvant treatment has long been a subject of debate
(28). In selected case with complete clinical responses, a
stringent follow-up program referred to as “watch and wait”
has been implemented. Studies have shown that case with
complete clinical response (cCR) after neoadjuvant thera-
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py have similar oncologic outcomes to those with complete
pathological response who undergo radical surgery (23,24).
Neoadjuvant chemoradiotherapy combined with escalated
radiotherapy doses (up to 54 Gy) and consolidation chemo-
therapy enhances long-term surgery-free survival in case
with cT2NO rectal cancers (25). In our study, postoperative
rectal adenocarcinoma was not found in 30 case who re-
ceived neoadjuvant chemotherapy; instead, chronic inflam-
mation and normal colon wall were observed. Based on
these findings, we concluded that non-operative follow-up
would be appropriate for case who achieved complete re-
mission with neoadjuvant treatment.

In a study involving 3,633 case with T3-4 rectal cancer
that compared abdominoperineal resection (APR) and low
anterior resection (LAR), it was reported that local control
and survival rates were worse in case who underwent APR
(26,27). In our study, morbidity and mortality rates were
found to be lower in those who had LAR. Additionally, a pro-
spective study of 4,405 case with rectal cancer demonstrat-
ed that laparoscopic approaches were more advantageous
than open surgery; however, no significant differences were
observed regarding recurrence and survival rates (28).

The College of American Pathologists (CAP) suggests the
following system for the evaluation of the postoperative
specimen: Grade 0, no tumor remnant. Grade 1, intermedi-
ate responses, minimal residual disease. Grade 2, minimal
response. Grade 3, absence of response (29). The Royal
College of Pathologists also uses a similar grading system:
Grade 0, no viable cancer cells (complete response); grade
1, individual cancer cells or groups of smaller cancer cells
(almost complete response); grade 2, remnant cancer with
significant tumor regression but more than individual cells or
small groups of cancer cells (partial response); grade 3, dif-
fuse remnant cancer without substantial tumor regression
(weak or no response) (30). In our study, adenocarcinoma
(grade 1-2) in 140 case, chronic inflammation (grade 0) in
20 case, and normal colon wall in 10 case were observed in
the postoperative specimen.

The importance of neoadjuvant treatment according to the
stage of the disease in case with rectal cancer is better un-
derstood day by day. In early stage rectal cancers, early
surgery is recommended as the first treatment modality in
terms of disease-free survival and survey. However, in lo-
cally advanced or advanced rectal cancers with lymph node
metastasis, it has been widely accepted that preoperative
neoadjuvant treatment is much more beneficial in terms of
facilitating the surgical procedure to be performed, preser-
vation of sphincter and muscle tone in the surgery to be per-
formed, postoperative disease-free survival and survey. De-
pending on the location of the tumour, total mesorectal exci-
sion technique in APR or low anterior resection operations
remains the gold standard in current surgical applications.

Prospective randomised studies with large case groups are
needed to better understand the importance of determining
the stage of the disease with appropriate diagnostic meth-
ods and applying the most accurate treatment plan.
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