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An 84-year-old female underwent open right hemicolectomy with D3 lymph node dissection for cecal cancer,
pathologically identified as pT4aN2MO Stage IIIc and BRAF mutation-positive. Due to early recurrence of
abdominal wall and right lateral lymph nodes, the patient was treated with FOLFOXIRI + Bevacizumab.
Imaging after 5 courses of chemotherapy found tumor shrinkage and no new metastases. The patient did not
tolerate chemotherapy well, and tumor resection was performed. Microsatellite instability (MSI) testing using
multiplex polymerase chain reaction (PCR) fragment analysis revealed MSI-high status. The patient is cur-
rently recurrence-free without chemotherapy at 1 year postoperatively. BRAF-mutated colorectal cancer has a
poor prognosis, and may require resection of the metastatic or recurrent tumor after comprehensive evalua-

tion.
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OLFOXIRI (fluorouracil +leucovorin + oxaliplatin

+irinotecan) + bevacizumab is the first-line sys-
temic chemotherapy regimen for patients with unre-
sectable advanced recurrent colorectal cancer with the
BRAF V600E mutation [1,2]. However, its prognosis is
extremely poor [3]. In contrast, microsatellite instabil-
ity (MSI)-high cases of BRAF mutation have been
reported to have a better prognosis than microsatel-
lite-stable cases [4,5]. We herein report the case of a
rare subtype of MSI-high cecal cancer with the BRAF
V600E mutation whose abdominal wall and lateral
lymph node recurrence responded to FOLFOXIRI +
bevacizumab therapy and was surgically resected.

Received January 28, 2022; accepted April 20, 2022.
*Corresponding author. Phone: +81-86-235-7257; Fax: +81-86-221-8775
E-mail : pkc1940h@okayama-u.ac.jp (E. Teraishi)

Case Presentation

An 84-year-old female was diagnosed with advanced
cecal cancer with mild anemia, and underwent open
right hemicolectomy with D3 lymph node dissection.
Pathological examination showed poorly differentiated
adenocarcinoma, pT4aN2aMO0 pStage ITlc [6]. She was
started on capecitabine plus oxaliplatin (CAPOX) as
adjuvant chemotherapy. After one course of CAPOX, a
follow-up abdominal computed tomography (CT) scan
revealed a heterogeneous 2-cm mass in the right lower
abdominal wall, suggesting local recurrence (Fig.1),
although both carcinoembryonic antigen (CEA) and
CA19-9 tumor markers were within normal limits.
Moreover, a positron emission tomography (PET)/CT
scan showed fluorine-18 deoxyglucose (FDG) accumu-
lation in the mass on the right lower abdominal wall,
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Fig. 1 Abdominal computed tomography finding. There was a
heterogeneous 2-cm mass in the right lower abdominal wall.

Fig. 2 PET/CT scan finding. A PET/CT scan revealed FDG
accumulation in the 2-cm mass on the right lower abdominal wall
(A), and a 1.5-cm enlarged right lateral lymph node (B).

and a 1.5-cm enlarged right lateral lymph node with
FDG accumulation (Fig.2). Based on these findings,
we diagnosed abdominal wall and right lateral lymph
node recurrence. Genetic testing of the surgical speci-
men using a polymerase chain reaction (PCR)-based
method revealed RAS wild-type and the BRAF V600E
mutation, and FOLFOXIRI + bevacizumab was intro-
duced as a second-line therapy following CAPOX ther-
apy. After 5 courses without severe adverse events, a
CT scan showed that the mass on the right lower
abdominal wall had shrunk slightly to 1.5 cm (Fig. 3).
Although there were no obvious new lesions on imag-
ing, the patient experienced difficulty in tolerating the
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Fig. 3  Follow-up abdominal computed tomography finding. The
recurrent mass in the right lower abdominal wall had shrunk to 1.5
cm after 5 courses of chemotherapy.

chemotherapy and underwent laparotomy to excise the
abdominal wall mass and right pelvic lymph node.
There were no intraoperative complications, the opera-
tive time was 1 hour and 53 minutes, and the estimated
blood loss was 80 grams. The abdominal wall mass
measured 2.8x 1.5 cm, and the right lateral lymph node
was 1.5x0.8 cm (Fig.4A). Histopathologically, both
tumors were diagnosed as metastasis of poorly differenti-
ated adenocarcinoma from cecal carcinoma (Fig.4B-D).
No postoperative adjuvant chemotherapy was adminis-
tered, and the patient is alive and recurrence-free one
year after surgery. A later MSI test using multiplex PCR-
fragment analysis revealed MSI-high status.

Discussion

BRAF mutations are found in 5-12% of patients with
metastatic colorectal cancer, and BRAF-mutated col-
orectal cancer has been reported to have a poor prog-
nosis, not only in patients with unresectable advanced
recurrence but also in stage II/III patients after adjuvant
chemotherapy [7]. According to the guidelines of the
Japanese Society for Cancer of the Colon and Rectum
and the European Society for Medical Oncology, the
first-line systemic chemotherapy regimen for patients
with unresectable advanced recurrent colorectal cancer
with the BRAF V600E mutation is FOLFOXIRI+
bevacizumab [1,2]. In addition, the recommended
second-line chemotherapy regimen consists of BRAF
inhibitors: either triplet therapy with encorafenib,
binimetinib and cetuximab, or doublet therapy with
encorafenib and cetuximab [8].

Although it is accepted that aggressive resection
improves the prognosis of liver metastases from col-



October 2022

A

4 B

] [T HH|!|H (I II!I‘HH IIH|IH|III|\IHI IIII‘HH 1)

Fig. 4

Resecting BRAF-mutated MSI-high Cancer 607

Specimen extraction and histopathological finding. The abdominal wall mass measured 2.8 X 1.5 cm (A, right), and the right

lateral lymph node was 1.5 %X 0.8 cm (A, left). The primary tumor (B), abdominal wall recurrence (C), and right lateral lymph node
recurrence (D) were all diagnosed histopathologically as poorly differentiated adenocarcinoma (hematoxylin and eosin staining).

orectal cancer, the indication for surgery in patients
with the BRAF V600E mutation remains controversial
[9,10]. In our case, FOLFOXIRI + bevacizumab ther-
apy was introduced because of early local recurrence
and right lateral lymph node recurrence during adju-
vant chemotherapy with CAPOX for Stage IIlc cecal
cancer. Although no new lesions were found during the
5 months of chemotherapy, the patient’s performance
status would decrease with continued chemotherapy.
Therefore, we decided to perform surgical resection
because the proposed surgery was less invasive. Though
it has been only one year since the surgery, the patient
is now recurrence-free without chemotherapy. Even if a
patient has the BRAF V600E mutation, if systemic con-
trol is possible, resection of the metastases should be
considered regardless of BRAF status. Previous reports
have shown that among BRAF mutation-positive
patients, overall survival and recurrence-free survival
were significantly better in MSI-high patients compared
with microsatellite-stable patients [4,5,11]. In addi-
tion, a case of BRAF V600E-mutated and MSI-high
transverse colon cancer with recurrent cervical lymph
node metastasis that responded well to secondary ther-

apy and could be surgically resected has been reported,
suggesting that resection of metastases is worth consid-
ering if systemic control is possible [12].

Conclusions

We report the case of a patient with BRAF muta-
tion-positive cecal cancer with abdominal wall and right
lateral lymph node recurrence, who underwent tumor
resection after FOLFOXIRI +bevacizumab therapy.
Even in BRAF-mutated colorectal cancer, which is con-
sidered to have a poor prognosis, it is worthwhile to
consider resection of metastatic or recurrent tumors
after a comprehensive evaluation of the patient’s general
condition and tumor factors. MSI-high status might be
a prognostic factor for a favorable response to treat-
ment, including surgery, in BRAF-mutated colorectal
cancer.
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