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Introducere: In cazul pacientilor care obtin un raspuns bun dupa

terapie neoadjuvanta, cu downstaging important, sau chiar remisie
completa, practica curenta este de a efectua secventa chirurgicala
in functie de evaluarea preterapeutici. In literaturd sunt descrise
mai multe abordari posibile pentru pacientii cu raspuns bun dupa
terapie neoadjuvanta, de la exicize endoscopica transanala pana la
“wait and see”. Totusl, nu exista un consens international, iar
abordarile terapeutice care exclud chirurgia nu sunt sustinute de
studii clinice randomizate.
Prezentare de caz: Este prezentat cazul unui pacient in varsta de 63
de ani, care este investigat si diagnosticat cu neoplasm rectal
sincron, la nivelul rectului inferior, invaziv in regiunea perianala si
la nivelul rectului mediu, intins axial intre 8 si 14 cm, stadializarea
preterapeutica fiind ¢T4N2MO. Comisia oncologica decide radio-
chimioterapie neoadjuvanta. La reevaluare postteraputica se
constatd remisia completd a formatiunii rectale inferioare si
leziune ulcerativ infiltrativa remanenta la nivelul rectului mediu.
Pacientul refuza in mod categoric colostomia, asuméandu-gi riscul de
Received: 31.03.2017 recidiva si solicitand o interventie chirugicala cu anastomoza. Se
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mecanica si illeostomie de protectie, evolutia postoperatorie fiind favorabila.

Concluzii: Desi interventia chirurgicala radicala ar fi constat intr-o rezectie abdomino-perineala,
optiunea pacientului de a refuza colostomia a impus o interventie radicala doar pentru tumora
craniala. Formatiunea tumorala rectala inferioard, remisd complet dupa terapie neoadjuvanta a
fost supusa unei abordari de tip “wait and see”.

Cuvinte cheie: rect, cancer, sincron, remisie completd, terapie neoadjuvantd, anastomoza

Abstract

Introduction: 'The current practice for patients with good response, important downstaging or
complete remission after preoperative chemoradiation, is to perform surgery on the basis of initial
pretherapeutical staging. In literature, varying approaches, like transanal endoscopic microsurgery
and even “wait and see”, are described for patients with good response after chemoradiation.
However, considering the present level of available evidence, the wide-spread adoption of a “watch
and wait” policy in those achieving a complete clinical remission cannot be justified.

Case report: It is presented the case of a 63 years old patient, investigated and diagnosed with
synchronous rectal cancer, inferior rectal cancer invading the perianal region and medium rectal
cancer, located between 8 and 14 c¢cm from the anal verge, pretheraputically staged ¢T4N2MO. The
oncological board decides neoadjuvant radiochemotherapy. Restaging shows complete remission of
inferior rectal tumor and ulcerative infiltrative remnant lesion in the medium rectum. The patient
firmly declines colostomy, assuming recurrence risks. A TME low rectal resection with colorectal
mechanical anastomosis is performed, postoperative evolution being favorable.

Conclusions: Although, the radical surgery to be done would have been an abdomino-perineal
resection, the patient’s option to decline the colostomy imposed a radical intervention just for the
proximal tumor. The inferior rectal tumor, with complete remission after neoadjuvant therapy was
submitted to “wait and see” approach.
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surgeons regarding the definition of a complete
clinical remission (cCR) (5), and therapeutic
approaches that exclude surgery are not
sustained by randomised clinical trials.

Introduction

Neoadjuvant radiochemotherapy became
standard treatment for locally advanced rectal
cancer (1). Significant tumor downstaging can
be achieved and up to 25 % will obtain a
pathological complete response (pCR) (2,3). In
those who do achieve a good response to
chemoradiation and in whom there is tumor

Case Report

It is presented the case of a 63 years old
patient, occasional smoker, without significant

downstaging or even complete remission, it is
our practice to surgically treat patients based
on their initial staging (4). In literature, varying
approaches, like transanal endoscopic micro-
surgery and even “wait and see”, are described
for patients with good response after chemo-
radiation. However, it seems that there is no
widespread consensus amongst colorectal

clinical antecedents, who is submitted to a
medical care unit for rectal bleeding and anal
pain. At clinical examination a perianal tumor
is found, a biopsy is taken, the result showing
intestinal adenocarcinoma (Fig. I). Digital
rectal examination describes rough rectal
tumor located endoanally, 1.5 cm in diameter.
Tumoral markers results are CA 19.9 = 8 U/L;
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Figure 1.  Perianal extension of rectal tumor

CEA = 31.83 ng/mL. A colonoscopy/rectoscopy,
a thorax and abdomen CT scan and a pelvis
MRI are recommended.

A complete colonoscopy is performed and at
lower rectum, immediately after the anal canal,
with good visualisation through retroflexion, an
1.5 cm protrusive tumoral area is described. In
rest, the rectal ampulla is free. At medium
rectum level, above the inferior Houston’s
valve, with axial extension between 8 and 14
cm - an ulcero-vegetant, friable, bleeding, volu-
minous tumor, occupies 70% circumferential
the lumena, largely stenosing, with typical
aspect of adenocarcinoma. At sigmoid colon
level, 35 cm from external anal orifice, 2 small
grouped hyperplastic polyps, approximately 4
mm each, benign aspect, without signification
in actual context. The rest of sigmoid, descen-
dent, transverse and ascendent colon, the ileo-
cecal valve and cecum without lesions. The
thorax-abdomen-pelvis CT scan and the pelvis
MRI describe the anal tumor invading external
sphincter, parietal rectal tumoral thickening
(Fig. 20 and pelvic lymph nodes, without
hepatic or peritoneal metastases, without iliac
lymph nodes, the patient being staged
c¢T4N2MO.

The oncological board decides neoadjuvant
radiochemoterapy, the proposed therapeutical
strategy being: 2 series of chemotherapy -
concomitant radiochemotherapy - surgery -
chemotherapy.

Neoadjuvant Chemoradiotherapy

Initially the patient received 2 cycles of

Figure 2.

Rectal tumor on CT imaging

chemotherapy with Capecitabine 1000 mg/m?
twice daily, for 14 days, q3w.

Three weeks following the second cycle
chemoradiotherapy was initiated.

Regarding radiotherapy, pelvic lymph
nodes were irradiated to a total dose of 45
Gy, whilst for the rectum and perirectal
tissue a boost of 5.4 Gy was administered up
to a total dose of 50.4 Gy, using a conventional
1.8 Gy fractionation scheme. Also, using the
simultaneous-boost (SIB) technique the
macroscopically invaded rectum portion was
treated to a total dose of 56 Gy using a 2 Gy
per fraction schedule. All treatments were
administered in prone position, using a 7
field IMRT technique (Fig. 3). Verification
images were performed weekly.

Concurrent Capecitabine chemotherapy
was administered orally using a daily dose of
825 mg/m? divided into two equal doses per
day, including weekends.

Neoadjuvant treatment was well tolerated,
as seen in Fig. 4, the patient presenting grade
II-III radiodermatitis and grade II radiation
enteritis.

The patient has been reevaluated 6 weeks
after neoadjuvant therapy. At clinical exam,
perianal region was tumor free, without
ulcerative lesions or local induration; skin
depigmentation postradiotherapy (Fig. 5).
Digital rectal exam shows supple anal canal
and rectal ampulla, without pathological
modifications; good anal sphincter tone -
confirmed by manometry.

Colonoscopy finds normal mucosa from
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Figure 3.

pectinate line to 7 cm; between 7 and 10 cm
circular schrinking of the lumena through
parietal ulcerative lesions (remnant rectal
tumor, infiltrative ulcerative form) - biopsies
are taken (Fig. 6). Biopsy fragments, one with
granulation tissue aspect with moderate
polymorf inflammatory infiltrate (lympho-
cytes, plasmocytes, neutrophils); the other
one with colonic mucosa aspect, with erosive
areas, surface fibrinoleukocytic exsudate,
including limited area of cells with tahi-
chromazy and minimal nuclear hypertrophy,

Figure 4.

Perianal skin toxicity at the end of neoadjuvant
chemoradiotherapy

Dose distribution and beam arrangements (7 field IMRT treatment plan)

the histopahological diagnosis being small
atypical cell group.

MRI scan reassessment shows iodophile
irregular rectal thickening, located at superior
and medium rectum, about 5 cm length - to be
correlated with colonoscopy data. The described
lesion associates discrete densfication of perile-
sional fat and satellite lymph nodes, maximum

Figure 5. Perinal preoperative aspect
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Figure 6. Colonoscopy images after neoadjuvant
therapy

10/8 mm; no hepatic metastases found on CT.

After reassessment, complete remission of
inferior rectal tumor and infiltrative ulcera-
tive remnant tumor located in medium
rectum, imagistic corresponding to a 5 cm in
length, circular irregular thickening area are
found.

The patient is guided to surgical department
to perform the surgical terapheutical sequence.
For personal reasons, he temporises this
moment, surpassing the optimal recommended
period to perform surgery after radiotherapy, 6
to 8 weeks. The surgical team presents the
patient the surgical options, abdomino-perineal
resection being the best solution with the
lowest risk of recurrence in accordance to
current guides. The patient delays one more
time surgery, asking for thinking time. He
firmly refuses colostomy, assuming recurrence
risks and asks for a surgical procedure with

anastomosis. After preoperative preparation,
the surgical procedure is performed. Intra-
operative, no important fibrosis modifications
after radiotherapy are observed, no hepatic or
peritoneal metastases are found. TME low
rectal resection with colorectal mechanical
anastomosis is performed (Fig. 7). A derivative
protection ileostomy is done. Postoperative
evolution is favorable.

Histopathological result

Adenocarcinoma remnant lesions with tubular
and cribriform pattern, with mucosal ulcera-
tion areas, little necrosis areas, discrete desmo-
plastic reaction and polymorf inflammatory
infiltrate, tumoral areas being present at
mucosal, submucosal and muscular levels. 9
lymph nodes were examined - reactive aspect.
ypT2pNOpMx.
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Surgical specimen with infiltrative
ulcerative remnant tumor in medium
rectum

Figure 7.

Follow up proposed: clinical exam, serum
CEA and colonoscopy/rectoscopy every 3
months in the first year, afterwards every 6
months and thorax and abdomen CT and
pelvis MRI every 6 months in the first year,
afterwards every year.

Discussions

The diagnosis particularity of the presented
case 1s represented by the concomitant
founding of two rectal tumours. It has been
estimated that synchronous colorectal cancer
represents 1.1-8.1% of all newly diagnosed
colorectal cancers and some studies sustain
the hypothesis that an environmental rather
than a genetic component is involved, in which

various etiologic factors might modify tumor
progression, if we exclude hereditary forms of
cancer such as Lynch syndrome or familial
adenomatous polyposis (6). In this particular
case, both tumors are strictly located at rectal
level, the situation being statistically rare.

We cannot exclude the issue of the inferior
rectal/anal tumor being a metastasis of
primary superior/medium rectal tumor. The
anal metastases are very rare, being reported
in 0.7% cases of primary colorectal cancers (7).
Although locally advanced rectal cancer is
frequently associated with hematogenous
dissemination, especially hepatic through
portal vein, in the presented case were not
reported distant metastases. It has been
described the metastatic spread of colorectal
cancer to a site in the perianal region, many
reports documenting the implantation metas-
tasis of rectal cancer in anal fistulas, after
treatment of hemorrhoids or after colorectal
surgery (8-12). Actually, exfoliated cancer cells
were often observed in proximal and especially
in distal colon in different studies (13). Some
reports documented anal metastases through
venous or lymphovascular dissemination
(14,15).

On the other hand, primary anal tumours
are mostly squamous cell carcinoma, with
adenocarcinoma accounting for 10 % of all
anal cancers (16). Carcinoma associated with
fistula-in-ano is one example of primary
tumor, adenocarcinoma arising in the anal
ducts which are tubular structures originating
at the base of the crypts (17).

Our present case had no documented
history of fistula-in-ano, colorectal surgery, or
anal surgery. The diagnosis started at clinical
examination, a rough perianal tumor,
corresponding to an endoanal lesion at digital
rectal examination being found. Histopatho-
logical report showed intestinal adenocarcinoma.
The colonoscopy revealed another voluminous
medium rectal tumor. The distal tumor site
between inferior rectum/anal canal, tumors
dimensions, perianal region invasion, adeno-
carcinoma histopayhologic finding of the distal
tumor biopsy and the lack of biopsy from the
proximal tumor makes difficult the differential
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diagnosis between a primary or metastatic distal
tumor. After a careful retrospective anamnesis
we cannot exclude the possibility of a perianal
fistula antecedents, the patient mentioning the
evolution of a perianal small lesion not taken
seriously into consideration.

Regarding radiotherapy, our option to use
the SIB treatment technique was based on
previous clinical data from the literature that
confirmed the association of this therapeutic
approach with high local control and low
toxicity rates for locally advanced rectal
cancer patients (18,19). Due to the large target
volumes, probably a similar target volume
dose distribution would have been achieved by
using 3D conformal radiotherapy (3D-CRT).
However, recent dosimetric comparative data
suggest that SIB treatment planning was
associated with less gastrointestinal, skin and
hematological toxicity when it was used with
highly conformal radiotherapy techniques,
such as IMRT, compared to 3D-CRT (20).

Also, in order to reduce the bowel volume
exposed to a high radiaton dose the patient
was treated in a prone position. Most litera-
ture data suggest that this position is better
in terms of small bowel dose sparing (21,22),
although in the absence of a belly board, this
advantage 1s reduced.

Reassessment after neoadjuvant therapy, a
very important part of rectal cancer manage-
ment, 1s many times omitted, surgical recom-
mendations being made on initial staging. In
our case, complete clinical remission (cCR)
has been taken into consideration, at least for
the distal rectal tumor. Regarding the proxi-
mal tumor, post therapeutical colonoscopy
describes a circular schrinked lumen through
ulcerative lesions, biopsies being negative.
Characteristics like mucosa whitening or
teleangiectasia suggest o complete remission,
whilst stenosis, ulceration or palpable nodule
at tumor site indicate an incomplete response
and the necessity of surgery (23).

In a Dutch series where a “watch and wait”
approach was adopted, cCR was defined by
clinical absence of palpable or visible disease,
the absence of suspicious lymph nodes at MRI,
no disease or a small scar or ulcer at

endoscopy and negative biopsies from the scar
(24). Currently, it seems that there is no
widespread consensus amongst colorectal
surgeons as to the definition of a cCR (25).

Patients with no residual disease (cCR) or
mural evidence of cancer at pathology report
(ypTO0) can harbour cancer cells within lymph
nodes (26). On the other hand, some patients
with residual clinical disease have achieved
pathological complete response (pCR) (27).
Clinical, endoscopic or imagistic prediction of
pCR remains an important step for the future.

Another particularity of this case is the big
interval of time between finalising neo-
adjuvant therapy and surgical procedure, due
to patients reticence to perform surgery. The
standard interval of time between radio-
chemotherapy and surgery is 6 to 8 weeks.
Recent data indicate higher rates of pCR if
this interval overpasses 8 weeks (28). In the
analysed case, consequences of radiotherapy
or big interval of time through surgery were
not noticed intraoperative.

Therapeutical decision of surgical sequence
was imposed by patient’s categorical decline of
colostomy and sustained by tumoral response
to chemoradiotion. The distal tumor obtained
complete remission and the approach was
towards “wait and see”, meanwhile the
proximal tumor was submitted to radical
surgery, on the specimen adenocarcinoma
remnant lesions being found. Intershincteric
proctocolectomy, another possible option in
this particular case was excluded because of
its contraindications - the initial external anal
sphincter invasion [29] and the presence of T4,
undifferentiated lesion [30].

Conclusions

The presented case is particular considering
the diagnosis, two rectal tumors being found
in the same time, and also regarding the
therapeutical approach. Although, a radical
abdomino-perineal resection would have been
indicated, the patient’s option to decline the
colostomy imposed a radical intervention just
for the proximal tumor. The inferior rectal
tumour, with complete remission after neo-
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adjuvant therapy was submitted to “wait and
see” approach.
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