168 CIR ESP. 2020;98(3):161-172

REFERENCES

1. Duran C. Liver: seven hepatic segments. Int ] Morphol.
2016;34:1522-30.

2. El Gharbawy R, Skandalakis L, Heffron T, Skandalakis J.
Aberrant bile ducts, ‘remnant surface bile ducts’ and
peribiliary glands: descriptive anatomy, historical
nomenclature, and surgical implications. Clin Anat.
2011;24:429-40.

3. Mitidieri V, Ottone N. Intrahepatic biliary ducts. anatomic
and surgical classification after cholangiographic findings.
Int ] Morphol. 2015;33:1427-35.

4. Akamatsu N, Sugawara Y, Komagome M, Ishida T, Shin N,
Cho N, et al. Left hepatic trisectionectomy for hilar
cholangiocarcinoma presenting with an aberrant biliary
duct of segment 5: a case report. ] Med Case Rep. 2010;4:250.

5. Donadon M, Costa G, Cimino M, Procopio F, Del Fabbro D,
Palmisano A, et al. Diagnosis and management of bile leaks
after hepatectomy: results of a prospective analysis of 475
hepatectomias. World J Surg. 2010;40:172-81.

6. Fragulidis G, Marinos A, Polydorou A, Konstantinidis C,
Anastasopoulos G, Contis J, et al. Managing injuries of
hepatic duct confluence variants after major hepatobiliary
surgery: an algorithmic approach. World J Gastroenterol.
2008;14:3049-53.

7. Shao-Ciao L, Shao-Bin C, Cheng-Chung W, Chu-Chu W, Yi-
Ling L, Fang-Ku P. Embedding fistulojejunostomy: an easy
and secure technique for refractory external pancreatic
fistula. Asian ] Surg. 2016;41:143-7.

8. Kada F, Abyad M, Contini S, De Paoli L, Mancini L.
Fistulojejunostomy for refractory post-traumatic biliary
fistula in an austere environment: an unusual, time-
honored procedure. ] Am Coll Surg. 2015;220:e61-3.

9. Shakamoto K, Tamesa T, Yukio T, Tokuhisa Y, Naeda Y, Oka
M. Risk factors and managements of beal leakage after
hepatectomy. World J Surg. 2016;40:182-9.

10. Micé B, Leén W, Romaguera D, Lozada P, Rodriguez F.
Characterization of patients with surgical iatrogenic injuries
of the biliary apparatus. Medisan. 2015;19:6004-6015.

Beatriz Lopez de la Torre Molina®, Oscar Caso Maestro,
Maria Garcia Conde Delgado, Alejandro Manrique Municio,
Carmelo Loinaz Segurola

Unidad Hepatobiliar y Trasplante, Hospital Universitario 12 de
Octubre, Madrid, Spain

*Corresponding author.
E-mail address: zirtaebmolina@hotmail.com
(B. Lopez de la Torre Molina).

2173-5077/
© 2019 AEC. Published by Elsevier Espaiia, S.L.U. All rights
reserved.

Complete Pathologic Response After Neoadjuvant
Chemotherapy in Locally Advanced Colon Cancer”

Check for
updates

Respuesta patologica completa tras quimioterapia neoadyuvante en
cancer de colon localmente avanzado

Colon cancer is a highly prevalent disease whose incidence
has increased in recent years." The current treatment of
locally advanced colon cancer (stages 11 [T3-4/NO/MO] and III
[T1-4/N+/MQ]) is based on surgical oncology. Adjuvant che-
motherapy is recommended in stages III and II, which, in the
absence of microsatellite instability, associate factors for poor
prognosis - T4 tumors, undifferentiated, with perineural or
lymphovascular invasion, intestinal obstruction or perfora-
tion, lymphadenectomy of less than 12 nodes, affected
margins after the intervention or a CEA value at diagnosis
greater than 5-10 ng/dL.>">

With this therapeutic combination, 5-year survival rate
range widely, from 66% in stage IIA to 28% in stage IIIC.°
These results, which are far from optimal, represent

a partial failure in the local and remote control of the
disease.

In this scenario, it seems reasonable to seek alternative
treatments to improve patient prognosis. One is neoadjuvant
chemotherapy, with which there has been extensive expe-
rience in other gastrointestinal tumors.” This modification of
the therapeutic sequence has a series of theoretical advanta-
ges: reduced preoperative tumor volume, less risk of cell
dissemination of the tumor during surgery, in vivo study of the
effectiveness of chemotherapy and its early administration,
and increased completion rate as it is not affected by surgical
complications. In contrast, there is the risk of overtreatment -
secondary to radiological overstaging -, fear of tumor
progression during the administration period of neoadjuvant

* Please cite this article as: Arredondo J, Simé V, Castafién C, Suarezc MJ, Alvarez MC. Respuesta patolégica completa tras quimioterapia
neoadyuvante en cancer de colon localmente avanzado. Cir Esp. 2020;98:168-170
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Fig. 1 - Diagnostic tests: (A) colonoscopy: neoplasm in right colon adjacent to the cecum and ileocecal valve, with histological
confirmation of invasive adenocarcinoma; (B) CT scan: mass in the cecum with involvement of the ileocecal valve
measuring 7X3.6X3 cm, with invasion of the adjacent fat and satellite lymphadenopathies - T3N1MO.

Fig. 2 - Response assessment tests: (A) CT scan after neoadjuvant chemotherapy showing reduction in tumor mass, now
measuring 4x2.2X2.5 cm, with the disappearance of the speculation of the edges and reduced lymphadenopathies -
T2NOMO; (B) macroscopic image showing colon wall without the tumor (black arrow), mesocolon marked with stain (white
arrow), 0/39 affected lymph nodes; (C) microscopic image with hematoxylin-eosin stain (40X) showing complete
pathological response and mucosa with regenerative changes, without evidence of dysplasia or malignancy (black arrow).
Submucosa shows notable signs of fibrosis (white arrow). Muscularis propia is normal (emptied arrow).

chemotherapy and the theoretical risk of higher postoperative
morbidity.

This preoperative therapeutic approach is currently under
study, and several papers have been published with prelimi-
nary results that have shown it to be a safe practice in terms of
surgical complications and oncological toxicity, providing an
adequate clinical and pathological tumor response with little
risk of progression and encouraging survival results.> *° There
are presently several clinical trials in the active patient
recruitment phase in various countries.

We present a case from the ELECLA clinical trial (Spanish
Registry of Clinical Studies: 2016-002970-10), in which the role
of neoadjuvant chemotherapy is analyzed in locally advanced
colon cancer, considered T4 or T3 with more than 5 mm of

extramural invasion, with or without lymph node involve-
ment and no evidence of distant metastasis on CT. The patient
is a 62-year-old male who underwent colonoscopy as part of
an anemia study, in which an infiltrating adenocarcinoma was
observed in the cecum (Fig. 1A). In the staging CT scan, the
cecal tumor was observed to have invaded the ileocecal valve:
T3N1MO (Fig. 1B). After being informed of the possibility of
participating in the trial and signing the corresponding
informed consent, the patient was included in the study
and randomly assigned to receive 3 preoperative cycles of
chemotherapy based on the XELOX regimen. The tumor
volume was reduced by 71% to become a T2NOMO tumor, as
evaluated by the preoperative CT scan (Fig. 2A). Four weeks
after the end of chemotherapy, a right hemicolectomy was
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performed laparoscopically. The patient was discharged on
the third postoperative day with no surgical complications.
The pathology results reported the absence of residual tumor,
with complete pathological response (degree of tumor
regression 0 on the modified Ryan scale) (Fig. 2B and C). After
a 12-month follow-up, the patient is asymptomatic and
remains disease free.

This case report demonstrates an example of the efficacy of
neoadjuvant chemotherapy in locally advanced colon cancer.
In the various clinical trials that are currently being carried
out, complete pathological response rates have been reported
between 2% and 4.6%, with different regimens based on
capecitabine - or folinic acid and fluorouracil — and oxaliplatin,
with or without panitumumab.? '° It is necessary to determine
whether the time between the end of neoadjuvant chemot-
herapy and surgery (reportedly between 24 and 61 days®'")
and the addition of monoclonal antibodies can influence
pathological response rates. It is necessary to complete the
clinical trials that are currently underway and have a long-
term follow-up to determine the real impact that this type of
findings may have on survival.

The ELECLA clinical trial received the 2018 Grant of the
Spanish Foundation of Coloproctology for research projects as
well as a grant from the Regional Health Administration of
Castilla y Leén (GRS 1890/A/18).
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