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Abstract

Background: It was reported that in surveillance colonoscopy (SC), targeted and random biopsies detected
similar proportions of neoplasias. However, that study was conducted by experienced endoscopists familiar with
colitic cancer. We report two cases of disseminated colitic cancer in patients who had undergone SC.

Case Presentation:

Case-1: A 69-year-old Japanese man first suffered from ulcerative colitis (UC) in 1979. Annual SCs had been
performed since 1998. In 2017, colonoscopy confirmed a cancer in the ascending colon. A laparoscopy-assisted
anal-preserving total proctocolectomy was performed in 2018. Histological findings showed the cancer reaching
serosa and lymph node metastasis. Peritoneal dissemination occurred 1 year after the surgery. Two years after the
first surgery, an ileostomy was created due to bowel obstruction caused by peritoneal dissemination.

Case-2: A 77-year-old Japanese man was diagnosed with UC at another hospital in 2010. SCs were performed
annually since 2011. In April 2019, he developed frequent bowel movements, bleeding, and weight loss.
Colonoscopy revealed stenosis at the rectum and sigmoid colon. The biopsy revealed adenocarcinoma.
Laparoscopy-assisted surgery was performed in July 2019. The yellow ascites was aspirated and submitted for
lavage cytology, which revealed signet-ring cell carcinoma. Many white nodules were found in the peritoneum
and were diagnosed as peritoneal dissemination. A colostomy was performed. Chemotherapy was administered.
Five months have passed since the operation, and the patient is alive.

Conclusion: Chromoendoscopy had not been performed in either patient. It is advisable to use chromoendoscopy

when a target biopsy is performed.
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Abbreviations

SC: Surveillance Colonoscopy, UC: Ulcerative Colitis, OS: Overall Survival

Background

Surveillance colonoscopy (SC) is a strategy used to
prevent invasive cancer by periodically performing a
colonoscopy to find dysplasia [1]. SC is reported to be
effective and to improve the overall survival (OS) of
patients with ulcerative colitis (UC) [2]. The 5-year OS
of the patients in that study's SC group was 89% and
70% in the non-SC group. Only 1.5% of the SC group
turned out to be Stage IV, and non-curative surgery
was performed in only 1% [2]. Regarding the methods
of SC, a targeted biopsy is widely performed because
random biopsies are considered time-consuming and
costly [3]. A random controlled trial showed that

targeted and random biopsies detected similar
proportions of neoplasias [4], but that study was
conducted by experienced endoscopists who were
familiar with colitic cancer at a high-volume UC center
and would not reflect real-world clinical practice.
Herein we report the latest two consecutive cases of
patients with disseminated colitic cancer despite

having undergone SC.

Case Presentation
Case-1:

A 69-year-old Japanese man first suffered from UC
in 1979. Annual SCs had been performed since 1998. In

Fig-1:
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Case-1. a: Colonoscopy showed an ulcerated lesion with short raised margins in the ascending colon (yellow arrow).

b: A biopsy revealed tubular adenocarcinoma.

a)

Fig-2:

a: Chromoendoscopy showed an ulcerated lesion with ambiguous boundaries in the ascending colon (yellow arrow).

b: Chromoendoscopy revealed an ulcerated lesion in the anal canal, the biopsy specimens of which demonstrated no

malignancy.

Manuscript no: 2582-0370-3-151
Asp Biomed Clin Case

Volume: 3

Issue: 2 152




Citation: Matsuda K, Hashiguchi Y, Asako K, Ohno K, Okada Y, Tsukamoto M, Fukushima Y, Shimada R, Ozawa T,
Hayama T, Nozawa K, Fukagawa T, Sasajima Y. Disseminated Colitic Cancer Identified in Two Patients who had
Undergone Surveillance Colonoscopies: A Case Report. Asp Biomed Clin Case Rep. 2020 Jul 07;3(2):151-59.

Case Report

2016, endoscopic submucosal dissection was
performed on 4-mm-sized low-grade dysplasia in the
transverse colon. The patient's UC relapsed in
February 2017. An ulcer in the ascending colon was
confirmed by colonoscopy in July 2017 (Fig-1a).
Biopsies were performed, revealing high grade
dysplasia (Fig-1b). In December 2017 the patient was
referred to the Teikyo IBD Center, and he was treated
there with Pentasa® (mesalamine) alone. A steroid had
been administered only in 1978, and he had no history
of treatment with any biologics or immunomodulators.
He was 173 c¢m tall and his weight was 57 kg. The
laboratory data were as follows: Hb 11.0 g/dl (low), HT
35.7% (low), WBC 6400/pl (lymphocytes 42%,
neutrophils 46%), Alb 3.7g/dl (low), CRP 0.62 mg/dL
(high), CFA 1.4 ng/ml, and CA19-9 19.7 U/ml. The
number of bowel movements was 3-4/day, and the
Bristol scale score was 5. The patient showed no
bleeding or abdominal pain. His clinical severity was
mild. His Sutherland index [5] was 2. His father had
suffered from esophageal cancer and his mother had
suffered from colon cancer. In January 2018, a
colonoscopy was performed at our hospital, revealing
an ulcerative lesion with indistinct boundaries in the
ascending colon (Fig-2za). Biopsy specimens revealed
adenocarcinoma. There were multiple ulcers in the
rectum (Fig-2b), and biopsy specimens showed no
malignancy. The results of an enema indicated a 3-cm
trapezoidal deformity in the ascending colon (Fig-3).
PET/CT showed an accumulation of 18-FDG only in the

cancerous part.

In February 2018, the patient's colitic cancer at the
ascending colon was treated with a laparoscopy-
assisted anal-preserving total proctocolectomy, the
creation of a J-type ileal pouch, ileal pouch anal
anastomosis, and ileostomy. The operating time was 8
hr and 45 min, and the blood loss was 33 ml. The
specimens showed an ulcerated lesion with ambiguous
boundaries at the ascending colon (Fig-4). The
histological examination demonstrated that the cancer

Fig-4: Macroscopic findings revealed an ulcerated lesion

with ambiguous boundaries (yellow dotted line).

Fig-3: The results of an enema showed a 3-cm

trapezoidal deformity at the prone position (red circle).

reached the serosal surface and was accompanied by
cancerous lesions spreading in the mucosa around the
ulcer (Fig-5 and Fig-6). The pathological report was as
follows: A, pT4a, pN3 (Lymph node No. 203 positive),
pType 3, 20x14 mm, tub2 >> por, int, INFb, lyo, vo,
pPN1, pPMo (140 mm), pDMo (710 mm), pRMo, cMo,
pStage Illc [6]. The genetic test of cancer revealed
KRAS mutation (Gi2D, G13D) and wild type for

mismatch repair genes.
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Fig-5: Microscopic findings of a cross section.

Cancerous lesions were spreading in the mucosa
around the ulcer.
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Fig-6:

Microscopic findings of intramucosal carcinoma (a: hematoxylin-eosin HE stain, x200). Tubular adenocarcinoma in the

muscularis propriae (b: HE stain, x200). Carcinoma was reaching the serosal surface (c: HE stain, x200, blue arrows). Lymph

node metastasis was observed (d: HE stain, x200).

The ileostomy was closed 3 months after the first
surgery. The attending physician recommended
adjuvant chemotherapy, but the patient refused. One
year after the first surgery, peritoneal dissemination
occurred. Chemotherapy was performed (ist line:
BV + FOLFOX, 2nd line: BV + FOLFIRI). Two years
after the first surgery, the patient was hospitalized due
to bowel obstruction. Emergency surgery was
revealed that
dissemination had caused stricture of the ileum.
Ascites  cytology

ileostomy was created, and the patient remains alive 14

performed, and it peritoneal

revealed adenocarcinoma. An

months after the first surgery.

Case-2:

A 77-year-old Japanese man developed diarrhea and
was diagnosed with UC at another hospital in 2010.
Surveillance colonoscopies were performed in Jan.
2011, Oct. 2012, Oct. 2013, Nov. 2014, Jan. 2017 and
Jan. 2018. Colonoscopy performed in 2018 revealed an
ulcer lesion with a raised swelling at the sigmoid colon,
but the biopsy indicated no malignancy (Fig-7). In
April 2019, the patient was hospitalized because of

frequent bowel movements, bleeding, and weight loss
(from 53 kg to 44 kg). Colonoscopy revealed stenosis at
the rectum and sigmoid colon. Four days later, balloon

Fig-7: Case 2. Colonoscopy showed an ulc er lesion with

a raised swelling at the sigmoid colon; the biopsy
indicated no malignancy.
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Fig-8: The results of an enema revealed strong stenosis

in the sigmoid colon and rectum (yellow dotted circle).
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enabled total
colonoscopy using a small-diameter scope. The biopsy

dilatation was performed which
revealed adenocarcinoma. The patient was admitted to
the Teikyo IBD Center in June 2019. He was taking oral
medication for hypertension and had a history of
schizophrenia and cerebral hemorrhage. His brother
had liver cancer. The patient was 158 cm tall, and his
weight was 44 kg. The laboratory data were as follows:
Hb 12.3 g/dl (low), HT 38.3% (low), WBC 6200/pl
(lymphocytes 26%, neutrophils 65%), Alb 3.5 g/dl
(low), CRP 0.83 mg/dL (high), CEA 10.2 ng/ml (high),
and CA19-9 2.1 U/ml. The results of an enema showed
strong stenosis in the sigmoid colon and rectum
(Fig-8). Contrast-enhanced CT showed dilatation of
the colon and wall thickening of the sigmoid colon and
rectum (Fig-9a and Fig-9gb).

Fig-9:

Contrast-enhanced CT showed dilatation of the colon (a: blue arrow) and wall thickening of the sigmoid colon and rectum

(9: blue dotted circle).

Colonoscopy at our hospital demonstrated rectal
severe stenosis and rough mucosa, and the scope did
not pass through the stenosis (Fig-10a). A biopsy
showed tubular carcinoma and signet ring cell
carcinoma (Fig-10b and Fig-10c). When the patient
complained of strong abdominal pain, an X-ray

examination revealed a large amount of gas in the

small intestine and large intestine. Emergent
laparoscopy-assisted surgery was performed in July
2019. The rectum and sigmoid colon were hard and
thick, and the patient was judged to have type 4
colorectal cancer [6]. The yellow ascites at the pelvic
floor was aspirated and submitted for lavage cytology.

Many white nodules were found in the peritoneum,
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Colonoscopy showed rectal severe stenosis (a). A biopsy showed tubular carcinoma (b) and signet ring cell carcinoma (c).
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intestine, and mesentery and were diagnosed as
peritoneal dissemination. A transverse colostomy was
performed. Ascites cytology revealed signet-ring cell
carcinoma (Fig-11). The genetic test of cancer revealed
KRAS mutation (G12C) and wild type for BRAF.

Ascites revealed

Fig-11:

cytology signet-ring cell

carcinoma (Papanicolaou stain, X400).

After leaving our hospital, chemotherapy was
started at the previous hospital near the patient's
home. Five months have passed since the operation,
and the patient remains alive.

Discussion

Surveillance colonoscopy has been reported to
detect colitic cancer at an early stage [7], leading to
improved prognosis [2]. The tumor detection rate
obtained by the SC method was comparable between a
random group and a target group, and the cost-
effectiveness was better in the target group [4].
However, that study does not reflect real-world clinical
practice as it was conducted by experienced
endoscopists familiar with colitic cancer. Although the
number of UC patients is increasing year by year, the
total number of patients with UC in Japan is only
~200,000, and the number of colitic cancer patients is

far less [8].

Restorative proctocolectomy is the representative
surgery for UC and familial polyposis. Each year in
Japan, a restorative proctocolectomy is performed in
400-500 patients [9]. Colitic cancer patients would be
a part of this number and would be very few. In
contrast, the annual number of new patients with
sporadic non-UC colorectal cancer in Japan is roughly

100,000 [10]. Many endoscopists are familiar with

non-UC colorectal cancer, but not with colitic cancer.
In fact, the two cases reported herein were found to
have advanced cancer despite having undergone
annual SCs performed by specialists certified by the
Japan Gastroenterological Endoscopy Society.

The clinicopathological data of the colitic cancer
patients treated at our hospital in the last 5 years
are summarized in (Table-1). All of the patients
underwent annual SCs. Case-1 was surgically resected,
but recurrence was observed months later as
and the

chemotherapy. Case-2 had already shown peritoneal

dissemination, patient is undergoing
dissemination at the time of his diagnosis of colitic
cancer, and his cancer was unresectable. Case-3 and
Case-4 underwent curative surgery and have not
exhibited recurrence. Chromoendoscopy for Case-3
had been performed by injecting 0.3% indigo carmine

into any lesions suspected of being neoplasia.

Several reports mentioned that Stage o-II colitic
cancers were detected in 100% of patients who were
undergoing annual SCs [1,3], but the present two
patients were identified in Stage Il and IV despite their
annual SCs. This indicates a gap in expertise between
experienced hospitals and general hospitals. We
speculate that the reasons for the difficulty in early
detection in our patients' cases were as follows: Case-1
showed invasive-type cancer; the ulcer part was small
with ambiguous boundaries, and the cancer's spread
was deep without clear changes of the superficial layer.
Case-2 showed diffusely invasive-type cancer and
stenosis without forming a clear boundaries; his

cancer might have spread quickly.

A study from the very experienced St. Mark's
Hospital indicated that the numbers of colorectal
cancers detected in their surveillance-detected group
were as follows: Dukes' stage A (n=24), B (n=10), C
(n=11), and D (n=0) [11]. The percentage of Dukes'
stage C was 24%. Our Case-1, whose Dukes' stage was
C (Stage III), would correspond to this. The numbers
of colorectal cancers detected in the same study's
interval group under per-protocol surveillance were:
Dukes' stage A (n=1), B (n=2), C (n=7), and D (n=4).
The percentage of Dukes' stage D was 28.5%. Our
Case-2, whose Dukes' stage was D (Stage IV), would
correspond to this. That study [11] also summarized

a 4o-year analysis of SCs of patients with UC, and the

Manuscript no: 2582-0370-3-151
Asp Biomed Clin Case

Volume: 3

Issue: 2 156



Citation: Matsuda K, Hashiguchi Y, Asako K, Ohno K, Okada Y, Tsukamoto M, Fukushima Y, Shimada R, Ozawa T,
Hayama T, Nozawa K, Fukagawa T, Sasajima Y. Disseminated Colitic Cancer Identified in Two Patients who had

Undergone Surveillance Colonoscopies: A Case Report. Asp Biomed Clin Case Rep. 2020 Jul 07;3(2):151-59.

Case Report

Table-1: Clinicopathological data of colitic cancer patients treated at our hospital in the last five years
S t i s |xas
A t [SYMPL | Famil; < .
ge A:ge a o e y Histor Freque| Chromo|Locati Surg Surg |Curati H.lstolo Stage P-rogno
at diagno P istory | type |y of e o dos |on of ery-pe|ve or |gical at thel|sis after
Sex |occurre(sis of :_ € |of color| of biolog Sgy a3 cancer €Ty Me| for |non-cultype of |surg | the sur
nce cancer [©12810 | ectal colitis| ics copy thod |4 |rative |cancer ery |gery
of UC sis of |cancer year
cancer
Case Male Ascen | Total curati | tub2> 24
- 29 6 None P
1 9 Mother | Total | None |annual| None [ding procto| ;g ve >por IIIc |months,
colect alive
omy
Case freque
-2 [Male 69 77 nt bow
el move Sigmo| Transv non-cuy sig_net v 5
ments, | yone | Total | None | annual None | id-rec|erse col 2019 |rative | ring mopths,
" tum |ostomy] cell alive
bleedi
ng,
weight
loss
Case & d Total
-3 Male 30 43 None ran None Rectu | procto curati
father Total annual | Yes = Sol o 2016 e tub1 | i
om months,
¥ alive
Case Total ti
-4 |[Male 52 59 None | Aunt Total | None |annual| None |Rectu |procto| o1 CUratl] yp, o 42
m col ect ve
omy months,
alive
SC:surveillance colonoscopy, tubz:moderately differentiated tubular adenocarcinoma, por:poorly differentiated adenocarcinoma,
tubi:well differentiated tubular adenocarcinoma

risk of interval cancer was rapidly decreasing. The
study's authors reported that the performance of
chromoendoscopy might have been a significant
contributory factor in minimizing the risk of missing

prior dysplastic lesions at colonoscopy [11].

The percentage of patients with dysplasia on
targeted biopsies was reported to be 80.4% by
90.6% by high-
colonoscopy, 90.2% by
[12]. had not

undergone chromoendoscopy during their SCs. Several

standard-definition colonoscopy,
definition and

chromoendoscopy Our patients
guidelines have been published about SC for patients
with ulcerative colitis. With regard to the SC interval,
the American Gastroenterological Association (AGA)
recommends annual or biannual SCs following the first
SC for patients with ulcerative colitis, and after two
negative examinations (no dysplasia or cancer), a
further SC should be performed every 1-3 years [13].
The British Society of Gastroenterology (BSG) and the
European Crohn's and Colitis Organisation (ECCO)
recommend that SC should be conducted once every
year, 3 years or 5 year based on the duration and
extent of UC and additional risk factors [14,15]. Our
two patients with disseminated cancer had undergone

SC annually with no chromoendoscopy, but another
patient who had undergone SC with chromoendoscopy
suffered from Stage I cancer, and he is alive without

recurrence (Table-1).

The ECCO and the BSG have recommended
chromoendoscopy in SC [14,15]. The BSG guidelines
state that if chromoendoscopy is not used, the random
biopsy strategy should be followed. The European
Society of Gastrointestinal Endoscopy contends that in
settings with experienced endoscopists, the use of
random biopsies can be abandoned [16]. On the other
hand, a systematic review indicated that only low-
quality that
chromoendoscopy was superior to standard-definition
white-light [17]. In with

insufficiently experienced endoscopists or in the

evidence supported the concept

endoscopy settings
situation of active disease, the random biopsy strategy

should not be abandoned.

In conclusion, we treated two consecutive patients
with disseminated colitic cancer who had undergone
SC. Colitic cancer is rare, and only a few experienced
endoscopists are familiar with it. In clinical practice,

chromoendoscopy should be adopted when target
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biopsies are performed in surveillance colonoscopy for
patients with ulcerative colitis.
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