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Abstract:

A 74-year-old man with anemia underwent colonoscopy, which revealed a 4-mm polyp in the ascending
colon. The polyp was subsequently diagnosed as an adenomatous lesion according to the narrow-band imag-
ing (NBI) International Colorectal Endoscopic classification/Japan NBI Expert Team classification and re-
sected via cold snare polypectomy (CSP). However, a pathological examination revealed a well-differentiated
adenocarcinoma with a positive vertical margin. We performed additional endoscopic resection at the CSP
scar area, revealing residual submucosal cancer with lymphatic involvement. The patient then underwent ad-

ditional surgical resection. In such cases, additional endoscopic resection might be a treatment option.
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Introduction

Endoscopic removal of a neoplastic polyp is the most ef-
fective treatment for colorectal cancer prevention (1, 2).
Cold snare polypectomy (CSP) has been widely used for the
removal of colorectal polyps due to its low risk of post-
procedural bleeding and perforation (3). However, CSP is
limited to benign polyps with a size of <10 mm, as larger
lesions cannot be resected with sufficient margins to ensure
curative resection (4).

Despite the high diagnostic accuracy of narrow-band im-
aging (NBI)-assisted visualization of colorectal polyps, some
cases of diminutive invasive cancer that are difficult to diag-
nose endoscopically have been reported (5); these cases are
at risk of being inappropriately treated with CSP.

We herein report a cautionary case of invasive colon can-
cer treated with CSP that was managed with additional en-
doscopic resection.

Case Report

A 74-year-old man underwent colonoscopy because of
mild anemia, revealing a 4-mm sessile polyp with a type 0-

Is macroscopic appearance according to the Paris classifica-
tion in the ascending colon (6). Conventional endoscopy
showed a slightly reddish appearance without depression
(Fig. 1a). Non-magnified NBI-assisted endoscopy showed a
surface pattern composed of white oval structures and a ves-
sel pattern composed of brown vessels surrounding the
white structures, which was consistent with an NBI Interna-
tional Colorectal Endoscopic (NICE) classification type 2/Ja-
pan NBI Expert Team (INET) classification type 2A
(Fig. 1b) (7, 8). The endoscopist diagnosed the lesion as an
adenomatous polyp according to the NICE/JNET classifica-
tion.

The polyp was resected with CSP since both the qualita-
tive and quantitative characteristics of the polyp met the in-
dications for this procedure (Fig. 1c). The post-CSP ulcer
was closed with a clip (Fig. 1d). However, despite meeting
the criteria for CSP, the resected specimen was found to be
a well-differentiated adenocarcinoma with a positive vertical
margin. It was notable for its preservation of the mucosal
gland structure, without an adenomatous component or des-
moplastic reaction (Fig. 2a-c, Hematoxylin and Eosin stain-
ing; 2d-f, cytokeratin AE1/AE3 staining).

According to the 2019 Japanese Society for Cancer of the
Colon and Rectum (JSCCR) guidelines for the treatment of
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Figure 1.

Colonoscopy revealed a 4-mm sessile polyp with a slightly reddish appearance and with-

out depression. a: Narrow-band imaging (NBI)-assisted visualization showed a surface pattern com-
posed of white oval structures and a vessel pattern composed of brown vessels surrounding the white
structures, consistent with NBI International Colorectal Endoscopic classification type 2/Japan NBI
Expert Team classification type 2A. b: The diminutive polyp was resected with cold snare polypec-
tomy (CSP). c: Post-CSP ulcer. d: Closure of the ulcer with a clip.

colorectal cancer (9), we recommended that the patient un-
dergo additional surgical resection as a standard treatment
option. Furthermore, additional endoscopic resection was of-
fered as an alternative treatment option. After a discussion
with the patient, additional endoscopic resection was finally
chosen and performed at the scar area of the previous CSP
one month later. The CSP scar area was resected en bloc by
endoscopic mucosal resection (Fig. 3). However, the re-
sected specimen revealed the presence of residual cancer
that had invaded the submucosal layer at 2,700 pm
(Fig. 4a, b) with lymphatic involvement (Fig. 4c). The pa-
tient therefore underwent additional surgical resection, and
the resected specimen revealed no residual cancer or lymph
node metastasis. The patient has had no recurrence in the
three years since the surgery.

Discussion

CSP is a well-established method for resection of small
colorectal polyps (4); however, given the possibility of in-
complete resection, it is recommended only for benign tu-
mors. Among all diminutive colorectal polyps, the incidence
of cancer has been reported to be 0.4-2.0%, while the inci-

dence of submucosally invasive cancer has been reported to
be 0.04-0.2% (10, 11). The NICE/INET classification is use-
ful in the qualitative and quantitative diagnosis of colorectal
polyps through NBI-assisted visualization (12-14). There-
fore, diminutive polyps with NBI findings of NICE type 2/
JNET type 2A are generally considered to be good candi-
dates for CSP (7).

However, this case of a diminutive polyp was misdiag-
nosed, as it did not exhibit the NBI findings characteristic of
an invasive cancer, such as NICE/JNET type 3. A few fac-
tors might explain this misdiagnosis. First, the NBI observa-
tion could not properly capture the deepest part of the le-
sion. Second, the CSP specimen did not pathologically re-
veal a desmoplastic reaction, which is characteristic of inva-
sive cancer. A previous study reported a case of a 3-mm de
novo-type intramucosal cancer with a slightly elevated form,
and the NBI findings closely resembled those of the current
polyp (15). The authors suggested that some de novo-type
cancers have NBI findings without features suggestive of
cancer in the initial phase of progression; therefore, the cur-
rent polyp may have been a de novo-type cancer. Further-
more, careful white-light observation was not performed in
this case. When retrospectively reviewing the white-light en-

228



Intern Med 62: 227-231, 2023 DOI: 10.2169/internalmedicine.9594-22

Figure 2. The resected specimen was a well-differentiated adenocarcinoma with a positive vertical
margin. The mucosal gland structure was preserved without the adenomatous component and desmo-
plastic reaction. a: Hematoxylin and Eosin (H&E) staining x40. b: Mucosal area, H&E staining x100.
c: Vertical margin, H&E staining x100. d: Cytokeratin AE1/AE3 staining x40. e: Mucosal area, cyto-
keratin AE1/AE3 staining x100. f: Vertical margin, cytokeratin AE1/AE3 staining x100.

Figure 3. Additional endoscopic resection (endoscopic mucosal resection) was performed at the

scar area of the previous cold snare polypectomy (CSP). a: A clip remained at the CSP scar. b: Sub-
mucosal injection. c: Post-CSP ulcer. d: Resected specimen.

doscopic images, a significant finding of “sessile lesions noted (16). Therefore, if careful observation of white-light
with normal mucosa of the lesion border similar to submu- endoscopy had been performed, inappropriate CSP could
cosal tumor,” which is characteristic of invasive cancer, was have been avoided.
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Figure 4. The resected specimen revealed a residual cancer that invaded the submucosal layer at
2,700 pm. a: Hematoxylin and Eosin (H&E) staining x12.5. b: H&E staining x200. ¢: Lymphatic in-
volvement, D2-40 staining x400, arrow.

Several cases of inadvertent treatment of diminutive can-
cerous polyps with CSP have been reported (17, 18). How-
ever, the management of such cases remains controversial,
as there is no robust evidence supporting appropriate salvage
and surveillance methods. Yoshida et al. analyzed 80 follow-
up lesions after CSP for intramucosal (78 lesions) or submu-
cosal (2 lesions) invasive cancer (19). In their study, they
performed periodic surveillance colonoscopies after CSP and
observed five local recurrent lesions. All lesions were com-
pletely resected with additional endoscopic resection, with
no recurrence. These results show that most cases can be
managed with periodic surveillance colonoscopy. However,
their study included only two cases of invasive cancer, and
the median follow-up period of 24 months was insufficient
to confirm recurrence.

In our case, the specimen obtained by additional endo-
scopic resection showed residual submucosal invasive cancer
that required surgical resection. In the 2019 JSCCR guide-
lines for the treatment of colorectal cancer, surgical resec-
tion is recommended when the vertical margin is positive af-
ter endoscopic resection of a submucosally invasive can-
cer (9). Accordingly, in such a case, surgical resection
should be recommended as the standard treatment option,
with additional endoscopic resection offered merely as an al-
ternative.

However, we believe that the application of additional en-
doscopic resection has some advantages in such cases. First,
it enables the local control of tumor spread. Second, it al-
lows for a detailed pathological evaluation, including infor-
mation on tumor invasion depth and lymphovascular in-

volvements and consequently an estimation of the subse-
quent recurrence risk. However, a previous study reported
that second local recurrence with advanced cancer occurred
after additional endoscopic resection for local recurrence fol-
lowing CSP (20). Given the above, additional endoscopic re-
section should be performed in a select subset of patients,
such as those at a high-risk of surgery.

In conclusion, we encountered a cautionary case of di-
minutive invasive colon cancer resected inadvertently with
CSP. In certain similar cases, additional endoscopic resec-
tion might be a treatment option.

Informed consent was obtained from the patient to publish his
information and imaging findings.
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