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Case Report

Completely Responsive Multiple Liver Recurrence of Colon
Cancer Treated Using Chemotherapy with Oral S-1 and
Oxaliplatin Plus Bevacizumab : A Case Report

Akira Kasasama, Koichi Kivura, Kensaku Sanerusr and Soichiro Magkawa

Department of Surgery, Munakata Medical Association Hospital, 811-3431 Fukuoka, Japan

Abstract

Although chemotherapy with oral S-1 and oxaliplatin (SOX) plus bevacizumab (bev) is safe and
feasible for patients with advanced or recurrent colorectal cancer, it is difficult to achieve a complete
response (CR) using only chemotherapy. A 67-year-old man underwent endoscopic mucosal resection
and additional sigmoidectomy (D2 dissection) for submucosal invasive sigmoid colon cancer. Multiple
liver metastases were diagnosed 1.5 years later, and chemotherapy with SOX + bev was Initiated.
Computed tomography (CT) after the end of the third course revealed reduced liver recurrence. Liver
metastases could not be identified using CT after the end of the sixth course. Grade 1 peripheral
neuropathy was the only side effect of this regimen. Subsequently, the chemotherapy regimen was
changed to oral S-1. CT evaluation revealed that there was no recurrence at 6 months after the

regimen change.

Key words : colorectal cancer, SOX + bevacizumab, complete response

Introduction

Surgical resection is considered the treatment
of choice for resectable recurrent colon cancer.
Multiple-drug chemotherapy including targeted
molecular therapy is the standard therapy for
unresectable recurrent colon cancer. However, it
1s difficult to achieve a complete response (CR)
only using chemotherapy. In the present study,
we report a case of colon cancer recurrence in a
patient who achieved a CR while maintaining
good quality of life after chemotherapy with oral
S-1 and oxaliplatin (SOX) plus bevacizumab (bev).

Case report

A 67-year-old man underwent endoscopic
mucosal resection to sigmoid colon cancer in

January 2014 (Fig. 1). The pathological diagnosis
was as follows : adenocarcinoma in adenoma ;
0-Ip ; well differentiated adenocarcinoma in
tubular adenoma with moderate atypia invading
into the submucosa ; pSM (head invasion) ; Iyl ;
v0 ; sprouting(+) ; INFalpha. The cut ends were
free of neoplastic tissue. Therefore, we performed
additional sigmoidectomy with D2 dissection in
March 2014. Pathologically, neither remnant
cancer cells nor lymph node metastasis were
observed in the resected specimen. Finally, the
progress was pStage I (SM, NO, HO, PO, MO).
Because of leakage from the anastomosis, in-
traperitoneal drainage and ileostomy were per-
formed on day 9 after the first operation. Then,
the patient underwent closure of the ileostomy in
July 2014. In September 2015, multiple liver
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Abbreviations : SOX : oral S-1 and oxaliplatin, bev : bevacizumab, CR : complete response, CT : computed tomography, PFS : progression free
survival, 5-FU : fluorouracil, FOLFOX : folinic acid and 5-FU (either bolus or infusion) with oxaliplatin, respectively), FOLFIRI : folinic acid and 5-FU

(either bolus or infusion) with irinotecan.
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Fig. 1 a : Endoscopic examination revealed a 14 mm
0-Ip type polypoid lesion in the sigmoid colon
located 30 c¢m from the anal edge. b and ¢ :
Endoscopic mucosal resection was performed.

metastases were diagnosed using computed
tomography (CT) (Fig. 2a). In addition, multiple
ground glass-like shadows, which were suspected
multiple lung metastases, were recognized in both
lungs (Fig. 2b). SOX + bev chemotherapy was
mitiated in October 2015. The SOX + bev regimen
consisted of intravenous bevacizumab 7.5 mg/kg
and oxaliplatin 130 mg/m? on day 1 and co-admi-
nistration of oral S-1 120 mg 2x on days 1-14. This
drug regimen was repeated every 3 weeks. In
December 2015, CT after the end of the third
course revealed a reduction in liver recurrences
(Fig. 3a). No changes were recognized in the lung
lesions ; inflammatory changes were suspected
rather than neoplastic changes at this point (Fig.
3b). In March 2016, CT after the end of the sixth
course revealed liver metastases had become
impossible to identify (Fig. 3c). The only side
effect during the period of treatment using this
regimen was grade 1 peripheral neuropathy.
There was no necessity for extension of the drug

holiday and no drug-related weight loss. Subse-
quently, the chemotherapy regimen was changed
to oral S-1 for patient-related economical reasons.
CT scans in June and September 2016 did not

reveal re-emergence of the lesion.
Discussion

Molecular target drugs plus FOLFOX (leuco-
vorin, fluorouracil and oxaliplatin) or FOLFIRI
(leucovorin, fluorouracil and irinotecan) are consi-
dered the first-line treatment for advanced and

recurrent colorectal cancer” ™

. In Japan, oral
S-1 has been widely used for the treatment of
gastrointestinal cancers. Several phase II studies
have proved the effectiveness and safety of oral

6)-8), Furthermore, several

S-1 monotherapy
phase I or II studies have reported the efficacy
and feasibility of chemotherapy with SOX (oral
S-1 and oxaliplatin) as a first-line chemotherapy
for metastatic colorectal cancer” 'V. The SOFT
trial was undertaken as an open-label, non-in-
feriority, randomized phase III trial in Japanm).
The SOFT trial reported that SOX + bev was as
effective as FOLFOX6 + bev in terms of progres-
sion free survival (PFS) in patients with metasta-
tic colorectal cancer. In addition, the SOFT trial
also reported that SOX + bev was as safe as
FOLFOX6 + bev.

Although chemotherapy with SOX has been
considered to be efficacious as a first-line
chemotherapy for advanced or recurrent colorec-
tal cancer, there is little evidence that a CR has
been achieved using this chemotherapy regimen
alone. Soft study reported that 4 cases of 256 SOX
+ bev regimen group achieved CR' . Maruo et al.
reported that a CR was achieved in one case
among 14 with advanced or recurrent colorectal
cancer using chemotherapy with SOX + bev'? .
But no detailed description regarding the sites of
metastasis or recurrence was reported in the
previous reports. Only two cases have been
reported involving sites of metastasis or recurr-
ence. Ibuki et al. reported a case of peritoneal
dissemination14>, and Yokota et al. reported a case
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Fig. 2 Computed tomography (CT) examination carried out in September 2015. a :
Abdominal CT images showing multiple low density areas in the liver, that were
diagnosed as multiple metastases (narrow arrows). b : Chest CT images showing
multiple ground glass-like shadows in both lungs, that were suspected of being

multiple metastases (thick arrows).

of liver metastasis'. The present report can
therefore be regarded as rare and valuable.

In our case, the chemotherapy with oral S-1 has
been continued as the maintenance therapy after
the achievement of a CR. The optimal duration of
administration of this chemotherapy regimen
after a CR has been achieved should be investi-
gated in a future study. There have been four
previous case reports involving advanced and
recurrent colorectal cancer where CR was
observed as a result of chemotherapy with oral
S-1'71% One of the four cases died of re-recurr-

ence involving peritoneal dissemination'®. In the

remaining three cases, chemotherapy with oral
S-1 has been continued after the achievement of a
CR during the reporting periodlS) D18 However,
the optimal chemotherapy administration period
with oral S-1 after a CR has been observed
remains unclear. In conclusion, we reported a rare
case of recurrent colon cancer where a CR was
achieved exclusively using chemotherapy with
SOX + bev ; findings suggested that chemother-
apy with SOX + bev is safe and feasible for
patients with advanced or recurrent colorectal

cancer.
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Fig. 3 Follow-up involving computed tomography (CT). a : Abdominal CT images acquired
after the end of the third course of chemotherapy showing a reduction in liver
recurrences (narrow arrows). b : Chest CT images acquired after the end of the third
course of chemotherapy showing that the lesions in the lung had not changed (thick
arrows). ¢ : CT images after the end of the sixth course of chemotherapy showing that
metastases in the liver had become impossible to identify.
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